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i fected Rhesus Monkeys 


\/. G. C. Bearcrorr. Jourgal of and Bac- 


t:riology [J. Path. Bact.] 74, 295-303, 1957. 11 figs., 
1: refs. 


At the Laboratory of the West African Council for 
Medical Research, Yaba, Lagos, the author studied the 
h stopathology of the liver in 8 young adult rhesus 
nonkeys infected with yellow fever virus (7 with the 
Asibi, one with the Kintampo strain). Three had been 
P eviously immunized against the Zika virus and had 

d: veloped demonstrable specific neutralizing antibodies 
tc this virus. 

The infected animals were kept under constant obser- 
v: tion and their temperatures were periodically recorded. 
L ver biopsy was performed with a Roholm-Iversen 
trocar through the right subcostal region before, and 
repeatedly after, infection with yellow fever, a total of 
4: post-infection specimens being examined. Biopsy 
ws usually performed at the end of each 24-hour period 
fcr the first 2 or 3 days and subsequently more fre- 
q.ently. Necropsy specimens from many parts of the 
lier were also examined. All liver material was fixed 
in formol—Zenker and embedded in wax. Sections were 
stained with Ehrlich’s haematoxylin and by Gomori’s 
silver impregnation techniques. 

The earliest pathological change, which appeared on 
the third day after infection, was necrosis of scattered 
individual parenchymal cells, most evident in the mid- 
zonal region. There were no intranuclear inclusion 
bodies at this stage, but a local mononuclear inflamma- 
tory response with occasional neutrophil granulocytes 
usually developed. The necrotic cells were sometimes 
discharged into the sinusoids. These lesions rapidly 
progressed in the 36 hours preceding death, during which 
time the development of typical intranuclear inclusion 
bodies could be traced. The foci of necrosis increased 
rapidly by radial spread and eventually became con- 
fluent, producing an irregular mid-zonal necrotic area, 
seen especially in necropsy specimens. Lymphocytic 
cells (some with pyknotic nuclei) were found infiltrating 
the connective tissue of the portal tracts and walls of the 
larger tributaries of the hepatic veins 3 to 4 days after 
infection. Narrow zones of surviving cells, often vacuo- 
lated, were observed around the portal tracts and hepatic 
vein. The sequence of events could be roughly related 
to the development of the fever. 

The animals immunized against Zika virus survived 
longer than the others, and in one the development of 


the parenchymal lesions was modified. The author dis- 
cusses this finding in relation to the possibility that 
previous infection with viruses related to that of yellow 
fever might modify the course of the disease in human 
beings. B.-G. Maegraith 


CHEMICAL PATHOLOGY 


504. Enzymatic Changes in Acute Myocardial Ischemic 
Injury. Glutamic Oxaloacetic Transaminase, Lactic 
Dehydrogenase, and Succinic Dehydrogenase 

R. B. JENNINGs, J. P. KALTENBACH, and G. W. SMETTERS. 
A.M.A. Archives of Pathology [A.M.A. Arch. Path.] 64, 
10-16, July, 1957. 6 figs., 19 refs. 


In a study carried out at North-Western University 
Medical School and the Veterans Administration 
Research Hospital, Chicago, of the pattern of loss of 
glutamic oxalacetic transaminase (G.O.T.), lactic dehy- 
drogenase (L.D.H.), and _ succinic dehydrogenase 
(S.D.H.), from irreversibly ischaemic myocardial fibres, 
13 dogs were killed at intervals up to 24 hours after the 
experimental production of myocardial infarction by 
ligation of the circumflex artery. . Samples of infarcted 
and of uninvolved muscle were removed from the im- 
mediately excised heart in each case (similar samples 
being obtained from a control group of 8 dogs) and 
analysed for water, neutral fat, sodium, G.O.T., L.D.H., 
and S.D.H. content. 

The enzyme activity of the fat-free dry tissue plotted 
against time since ligation produced a similar sigmoid 
curve in each case, an initial lag period with no appreci- 
able decline in activity being followed by rapid loss of 
enzyme amounting to 30 to 50% of the normal levels 
after 12 to 15 hours. During the next 12 hours there 
was little or no further change in activity. The pattern 
of depletion for each enzyme differed only in the duration 
of the initial lag period. Thus whereas the decrease in 
G.O.T. content began after 40 to 70 minutes of ischae- 
mia, some 2 and 44 hours respectively elapsed before 
L.D.H. and §S.D.H. activities began to decline. On 
the assumption that ischaemic damage to the semi- 
permeable membrane increases with time, this difference 
between G.O.T. and L.D.H. (which are both soluble 
enzymes probably located in the sarcoplasm) is explained 
by the difference in their molecular size. Thus the 
smaller G.O.T. molecule escapes before defects in the 
membrane are sufficiently great for the larger L.D.H. 
molecule to pass. In the case of S.D.H. a two-step loss 
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| is postulated, since the enzyme, which is bound to the 

' mitochondria, must be released from them before it can 
escape from the muscle fibre. 

The pattern of enzyme loss from infarcted cardiac 
muscle apparently differs from that of potassium- 
ion loss, previously studied by the authors. Thus 
whereas the potassium concentration in infarcted myo- 

: cardium approaches the extracellular potassium level in 
. 12 to 15 hours, enzyme activity is still at 30 to 50% of the 
ei level in control ventricular muscle at this time. The 

authors suggest that enzyme efflux may be slowed down 

by protein exudation into infarcted tissue or by its 
association with remaining nuclear or mitochondrial 
fragments. Celia Oakley 


Serum Glutamic Oxalacetic and Glutamic Pyruvic Trans- 
aminases 
S. RerrMAN and S. FRANKEL. American Journal of 
i Clinical Pathology [Amer. J. clin. Path.] 28, 56-63, July, 
1957. 5 figs., 8 refs. 


The authors, working at the Jewish Hospital in St. 
Louis, have developed a method for the colorimetric 
determination of serum glutamic oxalacetic transaminase 
q (G.O.T.) and glutamic pyruvic transaminase (G.P.T.) 
activity in which the protein precipitation, conversion of 
oxalacetate to pyruvate, and extraction necessary in the 
technique of Tonhazy et al. are eliminated. The method 
is based on the differences in absorption of light at 505 
my between alkaline solutions of the 2:4-dinitrophenyl- 
hydrazones of a-ketoglutarate, oxalacetate, and pyruvate. 
Oxalacetate is produced from a-ketoglutarate and aspar- 
tate in the presence of G.O.T., and pyruvate from 
a-ketoglutarate and alanine in the presence of G.P.T. 
When transaminase acts on a substrate containing «- 
ketoglutarate and the appropriate amino-acid there is an 
increase in optical density which has been shown to be 
proportional to the amount of pyruvate or oxalacetate 
produced, and therefore to the transaminase activity 
expressed in units as defined by Karmen. 

A substrate of a-ketoglutarate and pL-aspartate is 
used for G.O.T. determinations and of a-ketoglutarate 
and DL-alanine for G.P.T. determinations. [The original 
paper should be consulted for details of the preparation 
of the various reagents.] The appropriate substrate 
(1 ml.) is measured out into a test-tube and placed in a 
ay water bath at 40° C. for 10 minutes; 0-2 ml. of serum is 
| then added and the contents are mixed and incubated 

for exactly 60 minutes in the case of G.O.T. and 30 
minutes in the case of G.P.T., when 1 ml. of hydrazine 
| reagent is added, stopping the reaction. The tube is 
\ now kept at room temperature for at least 20 minutes, 
| 10 ml. of 0-4 N sodium hydroxide solution added, 
| a rubber stopper inserted, and the contents mixed by 
| inversion. After exactly 30 minutes the optical density 
ie is measured in a colorimeter at 505 my (490 to 530 my), 
i using a water blank. Control tubes are set up in the 
same way but are not incubated, the hydrazine reagent 

being added at once. 
A standardization curve is constructed by measuring 
the optical density of mixtures of known amounts of 


| 
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pyruvate and a-ketoglutarate with the same total molar 
concentration as in the serum estimation, pyruvate 
being used in preference to oxalacetate, which is unstable. 
The preparation of this curve on the colorimeter used 
for the serum determinations permits the conversion of 
changes in optical density into micromoles of pyruvate 
produced; these values may then be converted into 
units of transaminase activity by reference to a curve 
constructed from values obtained by the spectrophoto- 
metric determination of transaminase activity as described 
by Karmen. 

The authors discuss the details of the technique, and 
point out that for sera of high transaminase activity 
(more than 110 units) specimens diluted with water or 
buffer solution must be used. The results obtained are 
stated to compare favourably with those obtained by 
ultraviolet spectrophotometry. Victor M. Rosenoer 


506. Indirect Gastric Secretory Studies. A Comparison 
of Tubeless Gastric Analysis and Plasma Pepsinogen 
Determination as Screening Procedures 

M. L. Sievers and G. L. FiscHer. American Journal of 
Digestive Diseases [Amer. J. dig. Dis.] 2, 363-376, July, 
1957. 1 fig., 22 refs. 


The authors have compared the results of two simple 
gastric secretory tests on 217 patients without gastro- 
intestinal disease or azotaemia admitted consecutively 
to the Veterans Administration Hospital, St. Louis, 
Missouri, and also in patients with pernicious anaemia, 
gastric cancer, duodenal ulcer, azotaemia, and diabetes 
mellitus. The first method was by “tubeless gastric 
analysis ’”’ which was performed first with an azure-A 
resin; if the results were negative (that is, indicating 
achlorhydria) a second test was performed with a quini- 
nium resin, while as often as possible these “‘ negative ” 
cases were also subjected to intubation analysis. The 
second method consisted in estimation of the plasma 
pepsinogen level, which was performed by a modification 
of the method described by Mirsky et al. and gives an 
index of the gastric elaboration of pepsin. In order to 
establish the reproducibility of the plasma pepsinogen 
test duplicate tests on specimens from 160 patients were 
performed; these showed an average value of 9-6% 
for the coefficient of variation from the mean. Frozen 
plasma is apparently reliable for testing up to 18 months 
after collection. 

The results showed that low plasma pepsinogen values 
tended to occur in patients with anacidity, while a signifi- 
cantly higher mean pepsinogen level was found in acid 
secretors (287 units per ml. in the former and 489 units 
per ml. in the latter). Similarly, low values were found 
in patients with pernicious anaemia or gastric cancer 
and high values in cases of duodenal ulcer, - although 
exceptions occurred in most conditions. Positive results 
obtained by tubeless analysis were found to be reliable 
evidence of acid secretion, whereas a negative result 
was strongly suggestive of achlorhydria or hypo- 
chlorhydria, and the accuracy of such a conclusion 
was increased if a second analysis was also negative. 
It is noted, however, that both tubeless analysis and 
plasma pepsinogen estimation are unreliable indices of 
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gastric secretory function in the presence of renal impair- 
ment. It is concluded that these two indirect tests are 
complementary and they are recommended as screening 
tests for altered gastric function because of their sim- 
plicity and accuracy. Victor M. Rosenoer 


507. Plasma and Red Cell Cholinesterase in 800 
* Healthy ’’ Blood Donors 


J. A. Riper, J. L. Hopces, J. Swaper, and A. D. 


(/. Lab. clin. Med.) 50, 376-383, Sept., 1957. 2 figs., 
22 refs. 


R.B.C. [erythrocyte] and plasma cholinesterase levels 
vere determined in 800 normal, “ healthy ” blood-bank 
donors (400 men and 400 women), ranging from 18 to 
6) years of age. The subjects were divided into groups 
a cording to age by year. Each group was limited to 
12 individuals or less of the same sex. Blood samples 
were analyzed by the Michel potentiometric method in 
b..tches of not more than 40 a day over a 5-month period. 
Tie values from batch to batch were relatively constant. 

Analysis of the data showed: (1) no relationship 
between R.B.C. and plasma cholinesterase levels; (2) a 
sriall increase in plasma cholinesterase with age; (3) no 
ef'ect of age on the R.B.C. cholinesterase level; and (4) 
the levels of both plasma and R.B.C. cholinesterase were 
hizher in men than in women; the difference in R.B.C. 
levels was not significant. 


Normal cholinesterase values established by this 
method were as follows: 


Range Mean 
(4pH per Hour) (4pH per Hour) 
Men Women Men | Women 
R.B.C. choline- 
sterase -+ | 0-58-0-95 | 0-56-0-94 | 0-766 0-750 
Plasma choline- 
sterase (for 
age 40 .. | 0-52-1-39 | 0-38-1-25 | 0-953 0-817 


The plasma values increase slightly with age.— 
[Authors’ summary.] 


508. Studies of Cholinesterase Activity. I. Serum 
Cholinesterase, Methods and Normal Values 
H. J. WETSTONE, R. TENNANT, and B. V. Wuite. Gastro- 


enterology [Gastroenterology] 33, 41-49, July, 1957. 
5 figs., 23 refs. 


The cholinesterase level in human serum has been 
studied at Hartford Hospital, Hartford, Connecticut, 
by the colorimetric method described by de la Huerga 
et al. (Amer. J. clin. Path., 1952, 22, 1126). Full techni- 
cal details are given. Serum or plasma (0-2 ml.) was 
incubated with acetylcholine in a barbiturate buffer solu- 
tion for one hour at 37°C. The reaction was stopped 
with alkaline hydroxylamine and the pH value adjusted 
with hydrochloric acid. Ferric chloride solution was 
then added, and reacted with the unused acetylcholine 
to produce a red complex, the absorption intensity 
at 510 mp of which was measured with a Coleman 
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\/iccins. Journal of Laboratory and Clinical Medicine 
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spectrophotometer. The procedure is simple and in- 
expensive to perform, and was shown to be readily 
reproducible under standard conditions. However, at 
high serum cholinesterase levels the recommended 
amount of acetylcholine is insufficient to saturate the 
enzyme system, thus giving inaccurate results after | 
incubation for one hour. Serum samples showing 
1-hour values greater than 150 units of cholinesterase 
activity per 0-2-ml. sample should therefore be’ retested, 
using half the amount, that is, 0-1 ml. of serum. 
Examination of the normal serum cholinesterase range 
for healthy adults revealed that the mean value for 51 
fasting subjects (204 units, range 155 to 288) was signifi- 
cantly less than that for 64 subjects after a meal (220 
units, range 150 to 305). Studies should therefore be 
performed on fasting subjects. J. E. Page 


509. Studies of Cholinesterase Activity. II. Serum 
Cholinesterase in Hepatitis and Cirrhosis 
R. V. LAMorrta, H. M. WILLIAMs, and H. J. WeTsTone. 


Gastroenterology [Gastroenterology| 33, 50-57, July, 
1957. 4 figs., 18 refs. 


The serum cholinesterase level was determined in 23 
patients with hepatitis, 27 with compensated cirrhosis, 
and 39 with decompensated cirrhosis by the method 
described above [see Abstract 508] and was correlated 
with the clinical and laboratory findings and the results 
of the usual liver function tests. 

It was shown that serum cholinesterase activity was 
low in the initial phase of infective hepatitis and tended 
to rise with clinical recovery; the cholinesterase and 
cholesterol ester values were closely related. In com- 
pensated cirrhosis the serum cholinesterase activity was 
low initially (mean 160, range 33 to 285 units), but was 
of less value in diagnosis than the “ bromsulphalein ” 
retention test. In the cases of decompensated cirrhosis 
serum cholinesterase values below 150 units, when 
coupled with low serum cholesterol ester and albumin 
values, frequently indicated a poor prognosis and a fatal 
outcome. However, the relative stability of cholinester- 
ase values in individual patients, despite small changes . 
in the clinical well-being of the patients, suggests that 
the determination is of little value in the short-range 
prognosis of cirrhosis. J. E. Page 


510. Studies of Cholinesterase Activity. III. Serum 
Cholinesterase in Obstructive Jaundice and Neoplastic 
Disease 

H. M. R. V. EAMotrta, and H. J. Wetstone. 


Gastroenterology [Gastroenterology] 33, 58-63, July, 
1957. 10 refs. 


In the third part of this study of cholinesterase activity 
[see Abstracts 508 and 509] the serum cholinesterase 
level was determined and liver function tests carried out 
on 32 patients with extrahepatic biliary obstruction and 
74 with various forms of neoplastic disease. 

The mean cholinesterase level (98 units, range 5 to 150) 
and cholesterol ester values (28°%, range 16 to 47%) in 
7 patients in whom biliary obstruction was caused by 
malignant growth were lower than those observed (176 
units (range 43 to 285) and 62% (range 26 to 70°) 
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respectively) in 25 patients with benign obstruction. 
The mean serum bilirubin levels were also higher in cases 
of malignant jaundice (16-9 (range 6-7 to 29-6) mg. per 
100 ml.) than in cases of benign obstructive jaundice 
(5-6 (range 1-5 to 25-4) mg. per 100 ml.). The serum 
cholinesterase activity of patients with cancer was de- 
pressed by progressive dissemination of the malignant 
disease. In 11 patients with localized disease the mean 
cholinesterase activity was 216 units (range 153 to 275), 
in 28 patients with non-hepatic metastases it was 169 
units (range 78 to 255), and in 35 patients with hepatic 
metastases it was 106 units (range 25 to 203). It is 
suggested that the effect is not only related to nutritional 
factors, but also represents an effect of the tumour on 
protein metabolism. J. E. Page 


HAEMATOLOGY 


511. The Antigenic Constituents of the Neutrophilic 
Leukocyte with Special Reference to the L.E. Phenomenon. 
{In English] 

P. MiescHer. Vox Sanguinis [Vox Sang. (Basel)] 2, 
145-158, July, 1957. 5 figs., 36 refs. 


In experiments carried out at the’ University of Basle 
polymorphonuclear leucocytes from patients with myeloid 
leukaemia were fractionated after mechanical damage 
into cytoplasm, mitochondria, nucleoprotein, and 
nuclear reticulum by means of centrifuging techniques. 
These fractions were then used for the sensitization of 
guinea-pigs, and the antisera so produced used in agglu- 
tination tests against suspensions of human and rabbit 
leucocytes. The antisera were also incubated with human 
leucocytes, which were then examined microscopically, 
the morphological changes providing evidence of the 
type of effect exerted by the antiserum. Nuclear anti- 
gens from cells of the liver, spleen, thymus gland, and 
kidney were obtained by similar methods, and antisera 
prepared against these and against the whole tissues 
were tested against leucocyte suspensions in the same 
way. 

The results indicated that it is the cytoplasm rather 
than the nucleus of the leucocyte which accounts for 
its antigenic specificity, the antigenic properties of the 
leucocyte nucleus being shown to be common to all cell 
nuclei. It is concluded that the antileucocytic factor in 
chronic neutropenia is active against the cytoplasm of 
the polymorphonuclear leucocytes, whereas the L.E. 
factor is an antinuclear antibody reacting with the nuclei 
of all cells. E. G. Rees 


512. Studies on Concurrent Sensitization and Trypsiniza- 
tion Tube Test for Routine Rhesus Grouping and as a 
Screening Test for Incomplete Antibodies 

N. A. F. Younc. Journal of Clinical Pathology [J. 
clin. Path.| 10, 236-242, Aug., 1957. 8 refs. 


After briefly reviewing earlier work on the use of 
trypsinized erythrocytes in the detection of incomplete 
antibodies in routine Rh grouping the author describes, 
from St. Margaret’s Hospital, Epping, Essex, a modifica- 
tion of the standard technique. Since previous techni- 
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ques have required incubation of the erythrocytes with a 
trypsin solution before they were added to the test sys- 
tem, thus involving two separate incubation periods, the 
author has investigated the results of adding the trypsin 
solution to the serum and erythrocytes at the same time 
and incubating only once. (Details of the solutions used 
are given.) Two types of test have been investigated 
—the “ trypsin-saline test”, in which only saline is 
added to the tubes with the trypsin solution, and the 
“* trypsin—albumin-—plasma test”, in which a mixture of 
albumin and plasma is used instead of saline. 

These tests were used for the detection of incomplete 
antibodies in serum, the relationship between trypsin con- 
centration and non-specific agglutination by normal sera 
being first investigated. With the concurrent method, if 
the minimum serum dilution is 1:2°5 this non-specific 
reaction does not present any difficulties providing the 
readings are made without centrifuging, no such reaction 
occurring at all over a wide range of final trypsin con- 
centrations—from 0-23 to 0-72%. If the tubes are 
centrifuged some false positive agglutinates may be seen, 
but these can readily be distinguished with experience, 
A study of the effect of trypsin concentration on specific 
iso-agglutination in antibody-antigen mixtures showed 
that the best concentration of trypsin was between 
0-4 and 0-56%. A comparison of the trypsin-saline 
test and the trypsin-albumin—plasma test showed that 
the latter gave a definite increase in sensitivity when the 
antibody was weak. Both types of test detected anti- 
bodies in greater dilution than the standard trypsin 
tests or the Coombs test. 

The detection of sensitized erythrocytes was next 
investigated and it was found that the union between 
antibody and erythrocytes does not affect subsequent 
trypsin action and that the optimum trypsin concentra- 
tion was again between 0-4 and 0-56°%. But in this case 
the trypsin—albumin—plasma test was considerably more 
sensitive than the trypsin-saline test. It was further 
shown that fresh plasma and serum were equally effica- 
cious and that the factor concerned in this enhancing 
effect was not thermolabile (but serum stored for some 
months was ineffective). Immune human serum gamma 
globulin produced a good enhancement of the trypsin 
agglutination, suggesting that the factor resides in the 
gamma-globulin fraction. In the light of these findings 
the author discusses the possible action of trypsin in 
agglutination mechanisms. 

In the application of the technique to routine rhesus 
grouping it was found that centrifuging the tubes after 
10 minutes’ incubation gave only 85 to 95°% accuracy, 
whereas if the tubes were incubated for 20 minutes, centti- 
fuged, and then re-incubated for a further 5 minutes the 
results were the same as those obtained after 2 hours’ 
incubation, although the latter were stronger. One dis- 
crepant result was found in an infant’s cord blood which 
was negative to the saline test and positive to a trypsin 
test. This was subsequently identified as Du blood 
from a known Du-positive mother. The trypsin-saline 
test normally gives a positive reaction with Du blood— 
although some weak reactions may be missed—but on 
the other hand the Coombs test tended to give more false 
positives than the trypsin test. Trypsin has also been 
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used in the routine antibody screening of pregnant 


a vomen and also in antibody titrations. When large 
od numbers of sera have to be screened this system of con- 
“ current sensitization and trypsinization saves consider- 
di -ble time. The results have been the same as with the 
sd -tandard techniques. The test has also been used as a 
is lirect compatibility tube-test and is more sensitive than 
ad ‘he usual albumin cross-matching technique. 
of The author concludes from his experimental and rou- 
‘ine studies that this test is as sensitive, specific, and 
te reliable as the standard trypsin or Coombs technique 
ol ond far superior to the albumin agglutination procedure. 
R. F. Jennison 
Ta 
if 
fic 
he MORBID ANATOMY AND CYTOLOGY 
Histological Lesions of Muscle in Dermatomyositis. 
are /'ifferentiation from Related Musculo-cutaneous Synr- 
cromes 
oa }. Le Courant and L. Texter. British Journal of 
ific Dermatology [Brit. J. Derm.] 69, 299-310, Sept., 1957. 
ved refs. 
een The authors point out that insufficient attention has. 
line § t2en paid to the value of histological examination of 
hat n-uscle biopsy specimens in the study of the collagen 
the ¢ seases. The various histological abnormalities of 
nti- n-uscle parenchyma and interstitial tissue are described, 
sin § aad the histopathological lesions observed in 22 cases of 
d:rmatomyositis, scleroderma, acute systemic lupus 
1ext § ythematosus, and periarteritis nodosa~are reported. 
een § The changes in the muscle in dermatomyositis are 
ent § c scribed in detail and the differentiation of these from 
itra- § tie lesions in related musculo-cutanegus syndromes is 
discussed. 
10re In general, the lesions in dermatomyositis are centred 
ther § a:ound the muscle parenchyma; in lupus erythematosus 
fica- § and periarteritis, however, they are centred around the 
cing § vascular elements, a finding, the authors consider, which 
ome § points to an allergic origin. In scleroderma on the other 
nma § hand the dominant change is in the interstitial tissue. 
psin J. B. Wilson 
| the 
lings § 514. Cytodiagnosis of Cutaneous Malignancy 
mM F. Ursacu, E. M. Burke, and H. L. TRAENKLE. A.M.A. 
Archives of Dermatology [A.M.A. Arch. Derm.] 76, 343- 
otis 350, Sept., 1957. 25 figs., 10 refs. 
= 4 In this paper from the Roswell Park Memorial Insti- 
<i tute, Buffalo, New York, the authors discuss the results 
‘ the § °! the examination of 500 skin biopsy specimens. These 
ours’ B Were obtained by curette or punch and the base was 
- rubbed gently over a microscope slide which was then 
vhich fixed in a mixture containing equal parts of alcohol and 
ypsin ether and stained with a modification of the Papanicolaou 
blood technique. At the same time tissue specimens were 
saline fixed in formalin and prepared in the usual way. The 
sod— Paper is illustrated by a series of [unlabelled and un- 
ut on numbered] comparative cytological and histological pho- 
. false tomicrographs and the results of the two methods 
‘bee are tabulated for comparison. Of the 500 specimens 


examined, 348 were from malignant lesions and 152 from 
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non-malignant lesions (as shown by serial section where 
necessary). False positive cytological smears were 
obtained in 8 cases (1-69) and false negative smears in 
13 (2-6%). A false negative result on section was 
obtained in 21 cases (42%), but the diagnosis was 
changed on review in 7 of these. 

The cytological variations in smears from basal-cell 
and squamous-cell carcinomata, malignant melanoma, 
metastatic carcinoma, and leukaemia or lymphoma 
cutis are discussed, and the general criteria for recognizing 
malignancy are tabulated, the main points being: (1) an 
increase in nuclear size and decrease in amount of cyto- 
plasm; (2) the malignant cells are usually in clumps 
of four or more, while benign cells are more likely to be 
single; (3) in malignant specimens there is usually 
abnormal nuclear detail, with clumping of chromatin 
around the periphery and abnormal nuclear shape. 
The authors conclude that cytodiagnosis is a rapid and 
simple method which compares favourably in specificity 
with routine histological methods. But they point out 
that it should be used only as an adjunct to routine 
histological examination because of the impossibility 
of defining the exact extent of a lesion and sometimes 
also its degree of differentiation, coupled with the diffi- 
culty of making a specific diagnosis in the case of a benign 
lesion. Benjamin Schwartz 


515. Transfusional Siderosis: the Effects of Excessive 
Iron Deposits on the Tissues 

D. F. Cappectt, H. E. Hutcuison, and M. Jowett. 
Journal of Pathology and Bacteriology [J. Path. Bact.) 74, 
245-264, 1957. 43 refs. " 


The authors present the results of a detailed histo- 
logical and biochemical study, carried out at the Univer- 
sity and Western Infirmary, Glasgow, of 5 cases of 
transfusional siderosis occurring in patients with non- 
regenerative anaemia whose life had been sustained by 
repeated blood transfusions. The type of case and treat- 
ment were as follows: (1) refractory megaloblastic 
anaemia, treated with 25 litres of blood (12-5 g. of iron) 
over 8 years; (2) idiopathic aplasia of marrow; treated 
with 27 litres of blood (13-5 g. of iron) over 24 years; 
(3) non-regenerative anaemia, treated with 94 litres of 
blood (47 g. of iron) over 3 years; (4) osteosclerosis, 
treated with 415 litres of blood (210 g. of iron) over 12 
years; and (5) idiopathic hyperplasia, treated with 305 
litres of blood (152 g. of iron) over 6} years. It is 
believed that the last 2 cases exceed in duration and in- 
tensity of therapy any other yet reported. 

The microscopical findings were similar in all 5 cases. 
Histologically demonstrable iron in the ferric state was 
abundant in the upper gastro-intestinal tract, mainly in 
macrophages in the lamina propria of the tongue and 
oesophagus and in phagocytes and mucosal cells of the 
stomach and duodenum. Very little iron was demon- 
strable in the jejunum and virtually none in the ileum and 
colon. There was accumulation of haemosiderin in the 
liver, both in the reticulo-endothelial cells of the sinusoids 
and in the portal tracts (marked in 3 cases), and also in 
parenchymal cells. The aggregation of iron-laden 
phagocytes broadened the portal tracts, but there was a | 
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striking absence of sequestration of parenchyma by 
bands of fibrous tissue such as are characteristically 
found in true hepatic cirrhosis. In the pancreas: iron 
storage was noted in the acinar cells, ducts, islets of 
Langerhans, and macrophages in connective tissue. 
There was no fibrosis or atrophy in 4 of the cases, but in 
one there was much fatty infiltration. The lymph nodes 
draining the liver and pancreas, and also the axillary 
nodes, were massively replaced by haemosiderin-laden 
macrophages. Iron accumulation was present to a lesser 
degree in the cervical, bronchial, and mesenteric lymph 
nodes. Iron was also found in the spleen, bone marrow, 
skin, the adrenal, thyroid, and pituitary glands (in one of 
2 cases examined), cardiac and voluntary muscle, synovial 
membrane, and in the lungs (one case only). There was 
virtually no iron in the kidneys, brain, parenchyma, and 
brain-stem. 

The authors emphasize that these findings confirm 
that the fibrotic changes of haemachromatosis are absent 
in simple siderosis. They consider that in those cases of 
transfusional siderosis in which hepatic fibrosis is present 
some factor other than mere accumulation of iron derived 
from the breakdown of blood must be concerned. In 
2 of the present cases the quantity of iron in the liver 
was greater than that usually found in classic haemosi- 
derosis and yet there was no real evidence of cirrhosis. 
Analysis of cases reported in the literature showed that 
cirrhosis developed only when the total liver iron content 
was approximately the same as, or a fortiori if it exceeded, 
the total amount of iron administered as blood. In such 
cases a large proportion of the stored iron must have 
been derived from another source, presumably by con- 
tinual absorption from the gut. e implications of 
these findings are discussed at some length. 


H. Caplan 


516. Morphological Changes in Smokers’ Lungs 

J. D. HAMILTON, A. Sepp, T. C. Brown, and F. W. MAc- 
DONALD. Canadian Medical Association Journal (Canad. 
med. Ass. J.) 77, 177-182, Aug. 1, 1957. 7 figs., 13 refs. 


In a post-mortem study carried out at the University 
of Toronto the authors have examined histologically 
sections of primary and secondary bronchi from 30 
cases of unilateral carcinoma of the lung, the material 
being taken from the unaffected lung on the assumption 
that it had been exposed to the same carcinogenic influ- 
ences as the affected lung. As a control, sections from 
the right lung (arbitrarily selected) of 15 known smokers 
and 20 non-smokers without carcinoma were studied. 
In all cases at least 6 blocks of tissue were taken after 
fixation of the bronchial tree with formalin. 

The results are presented in three simple tables, the 
most revealing one being that in which the results in the 
lungs of patients with carcinoma and smokers are com- 
pared with those in the non-smokers. Basal-cell hyper- 
plasia was present in 37 cases (82:2%) of the former 
group and in only 8 (40%) of the latter group; it was 
usually focal, rarely extensive, and the overlying ciliated 
columnar epithelium and goblet cells were normal. 
Stratification, with absence of ciliated and goblet cells, 
was present in 33-3% of the smoking group and in 20% 
of the non-smoking group. Squamous metaplasia with 
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‘while transitional metaplasia was noted more frequently 


intercellular bridges and absence of ciliated and goblet 
cells was seen in 26°6°%% and 15°% of cases respectively, 


in the non-smokers, the incidence being 35°% as against 
31-1% in the two smoking groups. These morphological 
changes are taken to de an expression of an altered pattern 
of growth and maturation. The underlying stimulus is 
difficult to define since the same changes occurred in both 
groups, although more frequently and extensively 
among the smokers. The authors suggest that possibly 
the non-smokers had forgotten a period of smoking in 
their lives, or on the other hand environmental factors 
such as the smoke-polluted atmosphere of a city may 
have played a part (the place of abode was not always 
known). An inflammatory origin is considered to be 
unlikely because care was taken to exclude patients 
with chronic pulmonary infection from the study, and 
also because inflammatory cellular infiltrates accom- 
panied the described changes in some of the cases but 
not in others. 

In 2 cases of carcinoma of the lung carcinoma in situ: 
was found in the opposite lung, but no transition from 
any pre-existing alteration could be traced. The 
authors’ conclusion is that basal-cell hyperplasia of the 
bronchial epithelium is more common in smokers, but 
they are unable to ascribe this change to smoking alone 
or to affirm that it bears any relationship to cancer. 

F. Hillman 


517. Squamous Metaplasia of the Bronchus. A Study 
of Metaplastic Changes Occurring in the Epithelium of 
the Major Bronchi in Cancerous and Noncancerous Cases 
E. H. VALENTINE. Cancer [Cancer (Philad.)| 10, 272- 
279, March-April, 1957. 12 figs., 9 refs. 


In this paper from the Veterans Administration Hos- 
pital, Denver, Colorado, a study is reported of the neo- 
plastic changes occurring in the epithelium of the major 
bronchi in patients with and without bronchial car- 
cinoma. The main bronchi were examined post mortem 
in 144 unselected cases and in 23 cases of bronchial 
carcinoma, in 3 of which lungs had been removed at 
operation for primary epidermoid carcinoma. All the 
patients were males. In 53 (36-89%) of the 144 non- 
cancerous cases there was some degree of squamous 
metaplasia, the incidence of which did not differ signifi- 
cantly among the various bronchi and could not there- 
fore be related to the incidence of carcinoma in the 
various major bronchial branches. Of the 144 patients, 
21 had died from chronic non-malignant pulmonary 
disease and in this group the incidence of squamous 
metaplasia was 61-99%, while in the remaining 113 it was 
32:8%. Of the 23 patients with bronchial carcinoma, 
13 showed squamous metaplasia—an incidence approxi- 
mating to that found-in chronic pulmonary disease. 
The changes were characteristically patchy in distribu- 
tion, but in occasional bronchi the normal epithelium 
was entirely replaced by the squamous type. The 3 
lungs surgically removed showed squamous metaplasia 
and intra-epithelial carcinoma adjacent to the tumour; 
it is thought that these changes preceded the invasive 
carcinoma. 
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The author considers that squamous metaplasia con- 
stitutes the groundwork from which the neoplastic 
changes eventually arise, but, as in the case of squamous 
metaplasia of the cervix uteri, the frequency of such neo- 
plastic transformation is low. R. G. Rushworth 


518. Diffuse Mesotheliomas: with Comment on Their 
Relation to Localized Fibrous Mesotheliomas 

M. C. Gopwin. Cancer [Cancer (Philad.)| 10, 298-319, 
March-April, 1957. 28 figs., 29 refs. 


At the Veterans Administration Hospital, Hines, 
‘Illinois, 14 cases of diffuse mesothelioma were studied 
‘o obtain support for the view that this tumour is a 
definite entity and to provide evidence of its invasive 
ond metastatic behaviour. In 10 cases the tumour was 
of pleural origin; in the remaining 4 it arose in the peri- 
toneum. ‘The features at necropsy were lymphatic 
spread, blood-borne metastases, and invasion of neigh- 
houring structures and organs. One patient during life 


!.ad a retrobulbar mass which proved to be secondary. 


\9 a symptomless and unsuspected peritoneal meso- 
thelioma. 

In a discussion the author states that histologically 
\1e epithelial cells vary over a wide range of sizes and 
shapes, and that “ simple and complex papillary forma- 
tions covered by irregularly orientated epithelial cells 
that often tend to become multi-layered are character- 
istic’. The cells vary in relation to the fibrous stroma, 
teing clearly defined in some areas and in others growing 
ia a diffuse manner into the stroma. These variable 
patterns “ partly account for the controversial nature of 
tiese tumours”. As they so often arise from the 
pleura workers who still hold that they do not exist as 
an entity usually cite the lung as the origin of these 
tumours. However, the author has examined a large 
rumber of proven bronchial tumours without finding 
any that fulfil the criteria for mesothelioma. 

R. G. Rushworth 


519. False-negative Reports in the Cytologic Diagnosis 
of Cancer of the Lung 


W. O. UMIKER. American Journal of Clinical Pathology 
[Amer. J. clin. Path.) 28, 37-45, July, 1957. 16 refs. 


An investigation of the factors responsible for false 
negative findings in the cytological diagnosis of cancer 
of the lung is reported from the University of Michigan 
Medical School and Veterans Administration Hospital, 
Ann Arbor. ' 

Smears of sputum and bronchial aspirate from 42 
patients with bronchial carcinoma were examined, the 
Papanicolaou technique being used. In 5 cases there 
were false negative results, the factors responsible being 
absence of communication between the neoplasm and 
the bronchus (2 cases), minimal communication with a 
bronchus (1 case), complete bronchial stenosis (1 case), 
and misinterpretation of cells from an oat-cell carcinoma 
(1 case). Contributory causes of failure were the loca- 
tion of the neoplasm in the periphery of the lungs or in 
the upper lobes, the anaplastic nature of some growths, 
and the presence of inflammatory cells. Cytological 
examination of sputum was more helpful than examina- 
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tion of bronchial aspirate, especially in the diagnosis of 
cancer in the upper lobes and neoplasms peripherally 
located. A. Wynn Williams 


520. Vascularization of Early Atherosclerotic Plaques 
J. C. PATERSON, J. Mitts, and T. Morratr. A.M.A. 
Archives of Pathology [A.M.A. Arch. Path.| 64, 129-136, 
Aug., 1957. 8 figs., 12 refs. 


The stage at which atherosclerotic plaques become 
vascularized was studied in aortas obtained post mortem 
from 14 patients at Westminster Hospital, London, 
Ontario, 26 early atherosclerotic lesions being excised and 
sections stained by the alkaline-phosphatase method as 
modified by Gomori. 

Structures with the general form of capillaries were 
demonstrated in the superficial layers of the intima in 
the earliest lesions of aortic atherosclerosis. Evidence 
was obtained that intimal vascularization may actually 
precede the first recognizable lesions of the disease. 

A. W. H. Foxell 


521. Leptospiral Myocarditis 
M. AreAn. Laboratory Investigation [Lab. Invest.] 
6, 462-471, Sept.—Oct., 1957. 8 figs., 31 refs. 


From the University of Puerto Rico, San Juan, 
Puerto Rico, a study is reported of the morbid anatomy 
of Weil’s disease. In 16 out of 26 proved cases of the 
disease interstitial myocarditis was found on micro- 
scopical examination. The changes, which the author 
recognizes as being non-specific, were maximal in the 
subendocardial and papillary regions, and consisted in 
cellular infiltration by lymphocytes, plasma cells, and 
Anitchkow myocytes, hyaline and granular degeneration 
of scattered muscle fibres, and occasionally discrete focal 
necroses. Leptospires were not identified in any of the 
affected areas of heart muscle, and the pathogenesis of 
the lesions was not established. J. B. Cavanagh 


522. The Electron Microscopy of Endocardial Fibro- 
elastosis 

W. J. S. Smit and E. H. Bouttr. Archives of Disease 
in Childhood [Arch. Dis. Childh.| 32, 298-303, Aug., 
1957. 8 figs., 5 refs. 


This is a well illustrated report from the University 
of Durham of a study by electron microscopy of the 
endocardium in 7 cases of congenital fibroelastosis. 
For comparison control sections were made of a child’s 
aorta to demonstrate the normal appearance of collagen 
and elastin, and of inflammatory peritoneal exudate to 
demonstrate that of fibrin. 

Sections of endocardium from the 7 pathological cases 
showed that 4 contained, in their superficial layers, 
material closely resembling fibrin as seen in the controls. 
Parts of this material were composed of fine fibrils about 
200 A in width and arranged in bundles, while others 
showed well marked cross-striations at intervals of 230 A. 
In two specimens a slightly different type of fibrillary 
material was found, this being composed of a relatively 
large sheet of thin fibrils (200 A) lying more or- less in 
parallel, with no apparent cross-striation; the fibrous 
material, which was confined to an area just beneath the 
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endothelial cells, was present in considerable amounts 
and as discrete masses rather than forming a continuous 
layer. It did not appear to be present in the main body 
of the endocardium, which was composed of collagen 
and elastic tissue only. Since this was a purely morpho- 
logical study it was not possible to determine with cer- 
tainty the identity of this material, but it clearly bore 
little or no resemblance to either collagen or elastic 
tissue. The authors suggest that it might be fibrin, or a 
derivative thereof, which has become incorporated into 
the endocardium after surface deposition. 
H. Caplan 


523. Electron Microscopic Investigations on the Glo- 
merular Lesions in Diabetes Mellitus (Diabetic Glomerulo- 
sclerosis) 

A. BERGSTRAND and H. Bucut. Laboratory Investiga- 
tion [Lab. Invest.] 6, 293-300, July-Aug., 1957. 5 figs., 
29 refs. 


The globular hyaline masses present in the renal 
glomeruli in Kimmelstiel—Wilson’s syndrome have been 
thought to originate either from the intercapillary con- 
nective tissue or from the capillary basement membrane. 
The authors, at Karolinska Institutet, Stockholm, 
obtained renal biopsy material from a patient with this 
syndrome, and examined it by routine histological 
methods and electron microscopy. In the photomicro- 
graphs obtained the location of the hyaline material 
appeared to be in the cytoplasm of the capillary endo- 
thelial cells, and there also seemed to be a thickening of 
the capillary basement membrane. The authors there- 
fore propose that the term “ intercapillary glomerulo- 
sclerosis ” should be discarded as the lesion arises within 
the capillaries and not between them. 

M. C. Berenbaum 


524. Role of Gamma Globulins in Pathogenesis of Renal 
Lesions in Systemic Lupus Erythematosus and Chronic 
Membranous Glomerulonephritis with an Observation on 
the Lupus Erythematosus Cell Reaction 

R. C. Metiors, L. G. Orteca, and H. R. HOLMAN. 
Journal of Experimental Medicine [J. exp. Med.| 106, 
191-202, Aug. 1, 1957. 25 figs., 21 refs. 


The authors, working at Cornell University and the 
Rockefeller Institute, New York, have studied histologi- 
cally the site of deposition of y globulins in the kidneys 
of patients with systemic lupus erythematosus and 
nephrotic glomerulonephritis by means of Coon’s 
fluorescent-antibody technique. Sections of tissue 
obtained at necropsy were washed with isotonic buffer— 
saline to remove soluble unbound serum protein before 
being treated with the specific fluorescent stains. These 
were fluorescein conjugates of crude y-globulin fractions 
of antisera obtained from rabbits and goats after im- 
munization with human y globulin. Gel diffusion 
techniques showed weak anti-y-globulin and anti-f- 
globulin components and anti-albumin activity, this last 
being stronger in goat antisera. Non-specific staining 
was removed by absorption of the fluor with lyophilized 
tissue powders prepared from the liver of the rat or 
mouse. Control reactions used to establish immuno- 
logical specificity were: (1) complete inhibition of specific 


staining by prior treatment of sections with uncon- 
jugated homologous antiserum, but no inhibition by 
prior treatment with homologous normal serum; and 
(2) absence of specific staining in sections exposed to 
fluorescein-conjugated antibodies to heterologous y 
globulins. The term specific fluorescence is used by the 
authors to designate staining reactions which were com- 
pletely inhibited by prior reaction of the conjugates with 
purified human y globulin, but which were not appreci- 
ably affected by prior reaction with human serum 
albumin. 

In kidneys from 2 cases of systemic lupus erythemato sus 
y globulins were found to be localized to the thickened 
capillary walls, the “‘ wire-loop” lesions, and the so- 
called hyaline thrombi in the glomeruli. This distribu- 
tion showed marked correlation with the pattern of 
increased eosinophilia of the glomeruli seen in sections 
stained with haematoxylin and eosin and with the areas 
giving a positive reaction on staining by the periodic- 
acid-Schiff method. .The y globulins were localized 
rarely in large cytoplasmic granules in the tubular 
epithelium and occasionally in glomerular capsular 
crescents, tubular protein casts, and inflammatory cells 
—especially in the cytoplasm of immature and mature 
plasma cells. 

In kidneys from 2 cases of the nephrotic syndrome 
with a pathological diagnosis of membranous glomerulo- 
nephritis y globulins were found to b= localized to the 
glomerular basement membrane and to the altered 
mesangium in certain glomeruli showing a lobular con- 
figuration. In tubular protein casts y globulins were 
present in a lower concentration, and other serum 
proteins in a greater concentration, than they were in the 
glomeruli. 

In discussing their findings the authors point out that 
in positive blood preparations from cases of lupus ery- 
thematosus y globulin is localized to the nuclei of leuco- 
cytes undergoing transformation and phagocytosis to 
form L.E. cells, whereas in control preparations no such 
nuclear localization occurs. This localized y globulin 
may be the L.E. factor, and the authors discuss in this 
context the pathogenesis of the renal lesions in systemic 
lupus erythematosus, chronic membranous glomerulo- 
nephritis, and amyloidosis. Victor M. Rosenoer 


525. Renal Glomeruli in Multiple Myeloma 

S. D. Kopernick and J. H. Wuitesipe. Laboratory 
Investigation [Lab. Invest.] 6, 478-485, Sept.—Oct., 1957. 
6 figs., 24 refs. 


The records of 16 cases of multiple myeloma from the 
Pathological Institute, McGill University, Montreal, and 
the Sinai Hospital, Detroit, revealed that glomerular 
lesions were present in all except 2 cases. These con- 
sisted in varying degrees of thickening of the basement 
membranes of the glomerular vessels not distinguishable 
from similar changes in other forms of chronic glomerular 
disease. No cellular changes other than those associated 
with the tubular manifestations of this condition were, 
however, encountered. The authors consider that these 
glomerular changes explain the occurrence of proteinuria 
in multiple myeloma. J. B. Cavanagh 
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526. New Method of Studying the Bacterial Flora of 
‘nfected Open Wounds and Burns 

%. H. Gorritt and E. J. K. Penrkett. Lancet [Lancet] 
2, 370-372, Aug. 24, 1957. 3 figs., 9 refs. 


It is difficult experimentally to assess the virulence of 
\ny particular strain of Staphylococcus pyogenes or other 
organism responsible for cross infection of wounds in 
1ospital, although it would be of value to be able to do 


his, particularly in order to compare the virulence of 


ntibiotic-resistant and antibiotic-sensitive strains. The 
suthors, from Guy’s Hospital Medical School, London, 
-eport a method of observing the distribution of the 
acterial flora in a given lesion so that the appearances 
‘1 the wound may be related to the type of organism 
-rown from any particular site; this cannot be under- 
\aken satisfactorily by the more customary methods of 
‘ampling. The velvet press-pad technique of Lederberg 
.nd Lederberg has been adapted by the authors, a sterile 
‘elvet pad being placed on the wound and up to 5 im- 
vrints taken, for example, on to phenolphthalein phos- 
phate agar and agar containing antibiotics. A final 
-rint on a blood-agar plate acts as a control on the other, 
‘ore inhibitory, media. The plates after incubation may 
‘e orientated in relation to the wound so that the site 
f origin of the organisms grown may be observed; the 

‘nethod seldom yields confluent growth. 
Full technical details are given and the advantages and 

‘ isadvantages of the method discussed. 

John M. Talbot 


*27. The Tubercle Bacillus in Tuberculosis of Bone 
Treated with Antibiotics. Therapeutic Implications. 
(Aspects du bacille tuberculeux dans les tuberculoses 
osseuses sOumises aux antibiotiques. Incidences théra- 
peutiques) 

J. Duriez, A. DEBEAUMONT, and J. CAucHoIx. Semaine 
des hépitaux de Paris [Sem. Hép. Paris| 33, 2539-2545, 
June 30, 1957. 1 fig., 16 refs. 


The authors have examined material removed at 
operation on 160 cases of tuberculosis of bone, including 
87 cases of Pott’s disease. All the patients had been 
treated with antibiotics, usually streptomycin, isoniazid, 
and PAS, up to the time of operation. Examinations 
were made of direct smears of pus, and cultures made on 
Lowenstein—Jensen medium and in vivo by subcutaneous 
inoculation into guinea-pigs. The cultures were incu- 
bated for 3 months at 37°C. and examined weekly. 
The animals were given intradermal tests with old tuber- 
culin at monthly intervals for 3 months and were killed 
for post-mortem examination if the reaction became 
positive or if three successive reactions were negative. 
It was demonstrated that material from lesions which 
had originally given positive cultures gave negative cul- 
tures after 4 to 6 months of treatment, the guinea-pig 
inoculation results being similar. These negative results 
were in marked contrast to the persistent positive results 


‘after a month or more of therapy. 


obtained on the examination of direct smears, in which 
tubercule bacilli were still visible. The authors observed, 
however, that the organisms seen at this late stage of 
treatment were attenuated and dysmorphic, and pre- 
sumably not viable. 

The sensitivity to the three main antibiotics used in 
treatment was determined in 154 cultures from 118 cases 
by an indirect method, using liquid Dubos medium. It 
was found that the development of resistance was rare, 
only 7 cultures showing any resistance after 5 months of 
antibiotic treatment. Six strains of organism showed 
some degree of resistance to streptomycin, one actually 
before any treatment had been given, and the other 5 
One strain was 
resistant to PAS. The authors discuss these findings in 
relation to choosing the best time for surgical intervention 
in such cases. They conclude that except for cases 
requiring emergency treatment, such as decompression 
or evacuation of an abscess, surgery should wait until 
antibiotic treatment has been carried out for several 
months. B. G. Maegraith 


528. The Prolonged Survival of Upper Respiratory Tract 
and Intestinal Pathogens on Swabs 

G. N. Cooper. Journal of Clinical Pathology [J. clin. 
Path.] 10, 226-230, Aug., 1957. 8 refs. 


In 1954 Stuart et al. (Canad. J. publ. Hith, 45, 73) 
described a method of swabbing which was extremely 
effective in prolonging the survival of Neisseria gonor- 
rhoeae in clinical material. In this paper from the Public 
Health Laboratory, University of Melbourne, the present 
author describes some experiments on the survival rate 
of other pathogens obtained by this method. The 
Stuart “‘swab kit” consists of charcoal-impregnated 
swabs which, after being rubbed in the infected material 
in the usual way, are broken off into a bottle of special 
medium which contains no nutrients, so that overgrowth 
of any commensal organism is prevented. 

In the present study three groups of organisms were 


‘observed: (1) enteric pathogens, (2) organisms of the 


upper respiratory tract, and (3) haemophilic organisms. 
“ith the enteric organisms the Stuart swab kit was 

‘mpared with ordinary cotton-wool swabs, serum-im- 

-gnated swabs, charcoal-impregnated swabs, and a 
glycerol-saline medium. The enteric pathogens were 
found to survive for more than 56 days in the Stuart 
medium, the next best result being obtained with the 
charcoal-impregnated swab, on which they survived for 
up to 14 days. In investigation of cases of Sonne 
dysentery it was found that organisms on the Stuart 
swab survived for 84 days or more, whereas by other 
methods the longest survival was 4 days. In regard to 
the common respiratory-tract pathogens it was found 
that Streptococcus viridqns survived for 42 days on the 
Stuart swab and Corynebacterium diphtheriae, Strepto-— 
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coccus pyogenes and Staphylococcus pyogenes for more 
than 56 days; with the other types of swab used the 
longest survival was 10 days. On Stuart swabs taken 
from clinical cases of tonsillitis and diphtheria and kept 
at room temperature it was found that the organisms 
survived for between 6 and 12 weeks. A similar experi- 
ment with haemophilic organisms showed that the 
organisms survived on these swabs for 4 to 5 weeks. 
The author concludes that the Stuart swab kit provides 
an excellent method of ensuring the survival of patho- 
genic organisms, for example, during field trials or the 
transport of diagnostic material from patients some 
distance from the laboratory. He gives the following 
expected survival rates for various organisms: enteric 
pathogens 12 weeks, C. diphtheriae 8 weeks, B-haemolytic 
streptococci 6 to 8 weeks, Staph. pyogenes 12 weeks, 
Haemophilus spp. 3 weeks, and Neisseria 4 to 7 days. 
ai R. F. Jennison 


529. Studies on Toxigenicity in C. diphtheriae. [In 
English] 

P. E. CHRISTENSEN. Acta pathologica et microbiologica 
Scandinavica [Acta path. microbiol. scand.] 41, 56-66, 
1957. 2 figs., 16 refs. 


The commonly used intracutaneous virulence test for 
strains of Corynebacterium diphtheriae, although quite 
adequate for routine public health examinations, was 
thought not to be sufficiently sensitive to distinguish with 
absolute certainty between toxigenic and non-toxigenic 
(virulent and avirulent) strains for scientific purposes. 
Strains of the 3 major types of C. diphtheriae which had 
been found to be non-toxigenic by the intracutaneous 


test were therefore subjected to closer investigation for 
toxin production in fluid media under optimal conditions 
at the State Serum Institute, Copenhagen. 

The findings were as follows. (1) It was shown that 
toxin production, if present at all in any given strain, is 
a function of its growth rate, that is, the heavier the 


growth, the greater the production of toxin. (2) About 
0-5°% of non-toxigenic mitis and 0-3°%% of non-toxigenic 
gravis strains were found by this method to produce 
demonstrable amounts of toxin. No toxin was pro- 
duced under optimal conditions by any of the non- 
toxigenic intermedius strains. (3) Under these optimal 
conditions typical gravis strains grew markedly better and 
consequently produced more toxin than the small- 
colony variants. (4) Non-toxigenic strains were shown 
to grow as well as the corresponding groups of toxi- 
genic strains, indicating that toxigenicity is not purely a 
function of growth and must be correlated with other 
factors, one of which may be lysogenicity (the presence of 
dormant bacteriophages in the cells of diphtheria bacilli). 
K. Zinnemann 


530. Studies on Lysogenicity in C. diphtheriae. [In 
English] 

P. E. CHRISTENSEN. Acta pathologica et microbiologica 
Scandinavica [Acta path. microbiol. scand.| 41, 67-78, 
1957. 29 refs. 


By means of a special technique for the isolation of 
bacteriophages [for details of which the original should 
be consulted] it was shown at the State Serum Institute, 


MICROBIOLOGY 


Copenhagen, that of 46 non-toxigenic mitis strains of 
Corynebacterium diphtheriae isolated from German 
refugees in Denmark, 24 were lysogenic, that is, they 
harboured dormant bacteriophages. No phages were 
present in 23 non-toxigenic mitis strains isolated from 
the Danish population. Although type specificity of the 
phages in the C. diphtheriae group has hitherto been 
postulated, in this investigation a phage from a toxigenic 
intermedius strain lysed a non-toxigenic mitis strain. 
Non-lysogenic, non-toxigenic gravis strains of serological 
Types II and V were lysed by phages from toxigenic 
strains of the corresponding serological types. 

The fact that bacteriophages may be present in strains 
shown by the highly sensitive method described in the 
preceding paper [see Abstract 529] to be completely 
non-toxigenic indicates that another and as yet unknown 
factor, possibly connected with deoxyribonucleic acid, 
is necessary for the formation of toxin by C. diphtheriae 
as well as the presence of phage. K. Zinnemann 


531. A Study of the Tannic Acid H 

Test with Antigenic Substances of Shigella flexneri 

Doki CHUN, YONG-TAE YANG, and HAE-RYONG PARK. 
Journal of Infectious Diseases |J. infect. Dis.| 100, 241- 
248, May-June, 1957. 13 refs. 


After a brief survey of the literature the authors, 
writing from Chonnam University Medical College, 
Kwangju, Korea, describe experiments designed to 


determine the optimum conditions for the demonstration ’ 


of acid-extractable crude somatic antigens of Shigella 
paradysenteriae (Flexner) by a haemagglutination test 
using sensitized goat erythrocytes treated with tannic 
acid. Strains 1 to 6 were used for the preparation of 
antisera and the tanned erythrocytes were sensitized with 
acid extracts from these strains. The Middlebrook- 
Dubos haemagglutination test was carried out in parallel 
with these experiments. The optimum amount of bac- 
terial suspension per ml. at varying pH, temperature, and 
duration of extraction was determined in experiments 
which are described and discussed. 

It was found that 20 mg. of bacterial suspension per 
ml. extracted at pH 2 for one hour at room temperature 
provided the most suitable conditions, but treatment 
between 37° and 60° C. for 20 hours also satisfactorily 
liberated the sensitizing antigens, which were not demon- 
strable by the Middlebrook—Dubos test. Antigen 
liberated below pH 3 sensitized tanned cells only, 
whereas those liberated above pH 5 sensitized both nor- 
mal and tanned cells. This is taken to indicate that sen- 
sitizing protein antigen, but not polysaccharide antigen, 
was being liberated at the lower pH. Cross-inhibition 
tests were performed which demonstrated that acid- 
extracted antigens completely inhibited the homologous 
reaction in serum. ; 

Finally the tannic acid haemagglutination tests for 
acid-extracted antigens of Sh. paradysenteriae were shown 


to give higher titres for homologous than for heterologous’ 


sera, but cells sensitized with variant-X antigens did not 
react even with homologous serum, whereas serum of 
variant X reacted to high titre with other types of Sh. 
paradysenteriae. F. Hillman 
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Pharmacology and Therapeutics 


532. Blood-volume Changes after Infusion of Dextran use of the suppositories as a routine in the geriatric 


Solutions 

K. H. Koster, M. ScHwartz, V. SELE, and E. SinDRUP. 
Lancet [Lancet] 2, 262-265, Aug. 10, 1957. 3 figs., 15 
refs. 


From Bispebjerg Hospital, Copenhagen, is reported 
an experimental study of the changes in the blood volume 
ifter the intravenous infusion of dextran. The plasma 


volume was measured by the dilution principle after 


-njection of 131J-labelled plasma intravenously, radio- 
activity being determined in samples of venous blood 
vithdrawn after 15 minutes.. The blood volume was 
calculated from the plasma volume and the haematocrit 
value. In 15 healthy subjects ‘the infusion of 500 ml. 
of 6% dextran caused an average increase in the plasma 
volume of 564 ml. after one hour, corresponding to a 
-etention of 18-8 ml. per g. of dextran. In another 15 
subjects given 500 ml. of 10°% dextran intravenously the 
increase in plasma volume in 10 of them after one hour 
averaged 866 ml., that is, 17-3 ml. of fluid retained per g. 
of dextran. The blood volumes were increased corres- 
oondingly. One of the patients given 10°% dextran 


developed generalized urticaria. 
Further studies in vitro of the effect of 10°% dextran 
on the haematocrit value showed that the erythrocyte 


\olume was increased by 8°% of its original value. The 
cffect of this finding on blood volume calculations based 
on haematocrit values is discussed. There was no 
evidence that infused dextran ‘** squeezed ”’ serum albumin 
cut of the circulation, and thus the administration of 
dextran to badly burned or seriously wounded patients 
is not likely to delay healing. I. McLean Baird 


533. A New Evacuant Suppository. Results in Treat- 
ment of Rectal Dyschezia of Chronic Sick and Geriatric 
Patients 

A. N. G. Criark. British Medical Journal [Brit. med. 
J.) 2, 866-868, Oct. 12, 1957. 3 refs. 


A new laxative agent, dulcolax”’, (4:4’-diacetoxy- 
diphenyl)-(pyridyl-2)-methane, was administered in the 
form of a suppository containing 10 mg. of the active 
drug to chronic sick patients at St. James’s Hospital, 
Leeds. The patients were mostly frail and aged, requir- 
ing frequent aperients, enemata, and digital evacuation of 
the rectum. The suppositories were given over a 4-week 
period to one group of 48 patients who required an 
enema. During this period there were 155 occasions on 
which an enema would have been given; on 131 (84°%) 
of these a satisfactory result, as good as that produced 
by a successful enema, was obtained following insertion 
of one suppository only. Usually there was a single 
bowel movement 30 to 60 minutes after insertion of the 
suppository. Failure to respond in a few instances was 
attributed to emptiness of the lower bowel or to the pres- 
ence of a large rectal bolus. The author states that the 


wards of the hospital has simplified the management of 
the patients, enemata being no longer required by many. 
The drug is a valuable, convenient, and effective agent in 
the treatment of rectal dyschezia of the aged and chronic 
sick. Bernard Isaacs 


534. Metabolism of *°Fe-Dextran Complex in Human 
Subjects 

A. J. Grimes and M. S. R. Hutt. British Medical 
Journal [Brit. med. J.] 2, 1074-1077, Nov. 9, 1957. 
4 figs., 10 refs. 


In.this study of the metabolism of “* imferon ”’, carried 
out at St. Thomas’s Hospital Medical School, London, 
the iron—dextran complex was prepared with radioactive 
iron (59Fe) so that the normal dose of iron (250 mg. in 
5 ml.) contained approximately 10 microcuries of radio- 
activity. The complex was given intravenously to 5 
patients and intramuscularly to 5, each group including 
both normal and iron-deficient subjects. 

After intravenous injection plasma clearance of iron 
was effected in from 40 to 90 hours, and no significant 
differences were observed between the normal and iron- 
deficient subjects in the shape of the clearance curve. 
After clearance the iron becomes available for haemo- 
globin synthesis and 59Fe reappears in the blood. 
Study of this process showed a utilization of about 50% 
of the injected dose in normal subjects and about 95% 
in iron-deficient subjects. Radioactive haemoglobin 
appeared in the circulation within a few hours of injection © 
of 59Fe. Surface counting patterns showed that there 
was a conspicuous increase in radioactivity over the liver, 
marrow, and spleen, the uptake of 59Fe in these organs 
reaching a maximum within 100 hours. This concentra- 
tion of activity was paralleled by decreased radioactivity 
over the heart, reflecting plasma clearance. After 
reaching their maximum the counts over the liver, 
marrow, and spleen decreased, with a complementary 
increase over the heart as radioactive erythrocytes con- 
taining 59Fe appeared in the blood. In cases where the 
utilization of 59Fe was lower, the decline in the liver 
radioactivity curve from the maximum was retarded. 

After intramuscular injection of the complex, which 
created an iron depot, the clearance rate was very variable 
and did not depend on the presence or absence of iron 
deficiency. There was a slow rise in blood radioactivity 
and the surface counts showed delayed rises in the liver, 
marrow, and spleen, followed by slow falls as these sites 
were cleared and the iron used for erythropoiesis. The 
percentage utilization of the injected dose was com- 
parable to that observed after intravenous administration. 
However, some 20 to 50% of the dose remained at the 
injection site after 400 to 500 hours, little further absorp- 
tion occurring after the first 140 hours. In one case 
radioactivity estimations of 24-hour stool specimens 
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164 PHARMACOLOGY AND THERAPEUTICS 


showed no evidence of excretion of 59Fe, and in the same 
patient there was no evidence of testicular deposition 
of iron-—dextran. Observations of various absorption 
patterns suggested that a dose slightly higher than the 
calculated requirement of iron should be given, particu- 
larly to obese, immobile patients. I. M. Rollo 


535. A Resin Complex for Prolonged Antitussive Effects 
Y. T. CHAN and E. E. Hays. American Journal of the 
Medical Sciences [Amer. J. med. Sci.] 234, 207-212, Aug., 
1957. 1 fig., 5 refs. 


In combination with a suitable ion-exchange resin the 
antitussive drug dihydrocodeinone may be released at a 
predictable rate into the gastro-intestinal tract. The 
authors report trials of such a dihydrocodeinone-resin 
complex carried out at the District of Columbia General 
Hospital, Washington, experimentally on dogs and then 
on 39 patients with respiratory disorders. The addition 
of small amounts of phenyltoloxamine potentiated cough 
suppression. 

Preliminary studies in vitro indicated release of the 
drug over a period of 8 to 12 hours. Satisfactory sup- 
pression of the cough reflex was obtained in dogs, 
the most effective combination being the phenyltoloxa- 
mine—dihydrocodeinone-resin complex when this was 
compared with other. preparations of codeine and 
dihydrocodeinone. In the human patients, all of whom 
had non-productive cough due to acute respiratory 
infection, sinusitis, or (in 6 cases) pulmonary tuber- 
culosis, the results indicated the superiority of the resin 
complex over other antitussive drugs and the necessity 
for only one dose (equivalent to 5 mg. of dihydro- 
codeinone) in order to achieve suppression of coughing 
for 8 to 12 hours. No side-effects were encountered. 

Gerald Sandler 


536. Expectorants and Sputum Viscosity 
J. Forspes and L. Wise. Lancet [Lancet] 2, 767-770, 
Oct. 19, 1957. 4 figs., 13 refs. 


The effect of expectorants and inhaled aerosols on the 
viscosity of the sputum has been studied at the Wrexham 
Hospitals, Denbighshire, on 7 patients with chronic pul- 
monary tuberculosis and 2 with bronchiectasis. The 
volume of sputum was measured daily and the viscosity 
determined with a torsion viscometer. 

A mixture containing ammonium carbonate and 
ipecacuanha (15 ml. three times a day) produced no 
significant changes, and potassium iodide in doses of up 
to 1 g. three times a day reduced the viscosity of the 
sputum only when iodism was induced. Inhalation of 
5°%% carbon dioxide and 95° oxygen for up to 15 minutes 
was also without effect. Several other substances were 
given by inhalation—for example, the wetting agent 
“ triton WR 1339 ” in 0-5°% solution for 15 minutes three 
times daily; trypsin, 75,000 to 125,000 units in a phos- 
phate buffer for up to half an hour daily; and a freshly 
prepared solution of deoxyribonuclease, 0-6 to 1:25 mg. 
at pH 7, with magnesium chloride and peptone—but none 
of these agents produced a significant increase in the 
volume of sputum or any decrease in its viscosity. In- 
deed, trypsin appeared to be a bronchial irritant, and 
deoxyribonuclease was probably responsible for the 


spread of bronchial infection and pyaemia in 2 of the 
cases. 

The authors suggest that the good results ‘reported to 
have been obtained in vitro with some of these substances 
were probably~due to the fact that the drugs were then 
in actual contact with the sputum. 


Kenneth Gurling 
537. Respiratory Functions in Man following Intra- 
venous Administration of Morphine, N-AllylInormorphine, 
and N-Allyinormorphine after Morphine. [In English] 
R. A. Huaoins, W. A. Spencer, L. A. Geppes, S. DEA- 
vers, and J. H. Moyer. Archives internationales de 
pharmacodynamie et de thérapie [Arch. int. Pharmacodyn.| 
111, 275-292, Aug. 1, 1957. 12 figs., 15 refs. 


In experiments carried out at Baylor University Col- 
lege of Medicine, Houston, Texas, young male fasting 
subjects [number not stated] received intravenous injec- 
tions of 15 mg. of morphine every 15 to 20 minutes up 
to a total of 90 mg., while others received, 1, 5, or 10 mg. 
of N-allylnormorphine (nalorphine) over the same total 
period; each subject acted as his own control. Both 
substances caused a progressive depression of minute and 
tidal respiratory volumes, nalorphine being 20 to 30 
times more potent than morphine. In further studies the 
subjects were given 90 mg. of morphine in 2 minutes, 
followed after 20 to 30 minutes by injections of nalor- 
phine increasing from 5 to 25 mg.; this restored the tidal 
volume depressed by morphine to normal and raised the 
minute volume. The respiratory rate was slightly in- 
creased by nalorphine and, at the 60-mg. dose level, was 
slightly decreased by morphine, but the latter decrease 
was not modified by subsequent administration of nalor- 
phine. Each drug depressed ventilation by itself, but 
the depression caused by morphine was abolished by 
subsequent injection of nalorphine. Morphine (90 mg.) 
produced very little change in oxygen uptake, but (in 
doses up to 45 mg.) decreased arterial blood oxygen 
saturation; in contrast arterial oxygen saturation was not 
affected by nalorphine, but this substance caused an 
increased oxygen uptake. 

This study shows that the simple explanation that 
nalorphine reverses the effects of morphine by competi- 
tive antagonism at receptor sites does not fit the findings, 
and the authors suggest that the two drugs act either at 
different receptor sites or at one receptor site possessing 
greater and lesser affinities, the greater being saturated 
first. V. J. Woolley 


538. Central and Peripheral Components of the Action 
of ‘* Ganglionic ’’ Blocking Agents 

A. S. Dontas and M. Nickerson. Journal of Pharma- 
cology and Experimental Therapeutics [J. Pharmacol. 
exp. Ther.} 120, 147-159. June, 1957. 8 figs., 12 refs. 


Since, so far as the authors know, no attempt has been 
made to study the effects of ganglionic blocking agents 


on the activity of preganglionic sympathetic nerve fibres, . 


they now report, from the University of Michigan, Ann 
Arbor, the results of a study of the effect of such drugs 
on the action potentials of the carotid nerve and of the 
greater splanchnic nerve of anaesthetized cats. These 
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nerves were divided on the right side and the action poten- 
tials recorded from the distal stump of the former and 
the proximal stump of the latter after the intravenous 
administration of hexamethonium, tetraethylammonium, 
and two other ganglion-blocking agents (SU-1194 and 
3U-2704). 

When hypotension was: produced by the drugs there 
was a diminution in splanchnic activity in these pre- 
ganglionic fibres, but little apparent effect on carotid 
nerve activity. On the basis of these findings the authors 
suggest that at least some of the hypotensive effect of 
zanglion-blocking drugs is due to a central effect which 
acilitates the ganglion-blocking action. 

_G. S. Crockett 


539. Effects of Psychotomimetic Compounds on Cer- 
ain Oxidative and Hydrolytic Enzymes in Mammalian 
3rain 

.. C. CLARK, R. P. Fox, R. Morin, and F. BENINGTON. 
‘ournal of Nervous and Mental Disease [J. nerv. ment. 
Dis.] 124, 466-472, Nov., 1956. 1 fig., 18 refs. 


In an attempt to throw further light on the mechanism 
of action of the psychotogenic drugs the effect of these 
-ubstances on certain enzymatic systems was studied at 
he Battelle Memorial Institute, Columbus, Ohio. En- 
-yme preparations were made from the cerebrum and 
underlying tissues of rat brain, which were homogenized 
vith distilled water and subsequently diluted. Partly 
»urified alkaline-phosphatase (A.P.) preparations were 
«mployed in one phase of the study. p-Nitrophenyl- 
»hosphate was used as substrate and either 0-05 M glycine 
or 1-0 M 2-amino-2-methyl-1-propanol as buffer. Lactic 
end malic dehydrogenases (L.D.H. and M.D.H.) were 
jetermined by a spectrophotometric method. 

A series of 19 different 8-phenethylamines, including 


mescaline, and 30 related analogues were tested for their — 


cffect on A.P. activity in a concentration of 10 mM in the 
reaction mixture. Substitution in the 3, 4, 5 positions 
had only slight effects on the activity of the enzyme, 
whereas the unsubstituted phenethylamine exerted a 
definite inhibition. The position of substitution appeared 
to be of more importance than the nature of the sub- 
stituent. Alkyl- or alkoxy-substituted compounds in 
both the 2 and 6 positions were more inhibitory than the 
3, 4, 5-substituted amines. The inhibition caused by 
the 2, 4, 6-substituted compounds was related to the 
groups as follows: 
Pyruvate utilization of the same compounds depended 
on the number of substituents, an increase in the number 
causing a greater inhibition. The nature of the sub- 
stituent increased the degree of inhibition; thus an ethoxy 
group > a methoxy group > a hydroxy group. The 
2, 4, 6-substituted compounds were strong inhibitors of 
pyruvate utilization as well as of A.P. Certain general- 
izations could be made in comparing the A.P. activity 
and pyruvate utilization of a series of side-chain, N- 
substituted, and ring analogues of mescaline. Increasing 
the length of the side-chain decreased inhibition of A.P. 
activity, but increased inhibition of the pyruvate system. 
N-methyl substitution decreased the inhibition of the 
enzymes of both systems. In A.P. studies the amides 
were consistently less inhibitory than their corresponding 
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primary amines, but the effects on the pyruvate system 
were variable. 

Mescaline and two of its analogues were mildly in- 
hibitory to a water homogenate of brain preparation of 
A.P., but lysergic acid derivatives, bufotenin, and “ tran- 
quillizer ”’ drugs all showed activation of the enzyme. 
A purified preparation of A.P. showed a smaller effect. 
Mescaline and its analogues were only slight stimulators 
of L.D.H. Bufotenin was an inhibitor of L.D.H., but 
serotonin had no effect. On M.D.H., mescaline and its 


analogues had similar effects as on A.P. Lysergic acid 
derivatives were slight activators. In discussing the 
results the authors regard the activating effects of the 
tranquillizing drugs as a group and of bufotenin as 
Norval Taylor 


specially significant. 


540. Chlorpromazine. Effect on Blood Volume, Ven- 
ous Pressure and Circulation Time Estimations 

A. B. DoskIn. Anaesthesia [Anaesthesia] 12, 393-404, 
Oct., 1957. 1 fig., 46 refs. 


This study was carried out at the Saskatchewan College 
of Medicine, Saskatoon, in an attempt to determine 
whether chlorpromazine produces effects on the circu- 
latory system which might explain its ‘“* protective” 
action against shock. The subjects were 10 healthy 
adult males aged 18 to 76 undergoing elective major 
surgical operations. In each the circulation time, venous 
pressure, erythrocyte count, haemoglobin concentration, 
plasma volume, and erythrocyte volume were deter- 
mined in the resting state on the day before operation. 
These same values were again determined 30 to 45 
minutes after the intravenous injection of (in most cases) 
25 mg. of chlorpromazine on the second postoperative 
day, and in 3 cases also one hour after the operation. 

The circulation time was found to be decreased in 7 
patients, in 4 of whom the decrease was marked and was 
accompanied by an increase in pulse rate and a fall in 
blood pressure. There was no significant change in 
venous pressure, haemoglobin value, erythrocyte count, 
or haematocrit value. The plasma volume showed a 
significant increase in older patients but a slight decrease 
in younger patients. Two days after operation the only 
gross changes were a diminution in the plasma and ery- 
throcyte volumes and prolongation of the circulation 
time. These results are discussed in the light of the 
findings in other relevant studies. The author suggests 
that chlorpromazine may reduce the effective circulating 
blood volume, so creating a blood reserve which prevents . 
any marked reaction to stress. Mark Swerdlow 


541. Ethiquinium Chloride, an Asymmetric Bisquaternary 
Ammonium Salt, in the Therapy of Hypertension 

B. M. CoHen. New England Journal of Medicine [New 
Engl. J. Med.| 257, 971-973, Nov. 14, 1957. 1 fig., 13 
refs. 


542. Observations on the Initial Hypertensive Response 
to Reserpine 

E. F. Domino and R. H. Recu. Journal of Pharmacology 
and Experimental Therapeutics [J. Pharmacol. exp. Ther.] 
121, 171-182, Oct., 1957. 4 figs., 22 refs. 
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Infectious Diseases 


543. Shortening and Paralysis in Poliomyelitis 
P. A. Rinc. Lancet [Lancet] 2, 980-983, Nov. 16, 1957. 
6 figs., 16 refs. 


The outcome in 105 children under 10 years of age 
admitted during the period 1945-52 to Queen Mary’s 
Hospital for Children, Carshalton, Surrey, with polio- 
myelitis and who had been discharged with residual 
paralysis in at least one leg is reviewed. Muscle power 
of the leg was evaluated (on the Medical Research Coun- 
cil’s scale) in 20 muscle groups, the summation of which 
thus gave a maximum “ muscle score” for each (nor- 
mal) limb of 100 points. Of the 105 children, 50 had 
bilateral involvement and 55 had varying weakness of 
one leg but no discernible effect on the other. Measure- 
ments were made of the girth of the thigh and calf and 
of the length of the leg from the anterior superior spine 
to the medial malleolus. By comparing the length with 
that of the other leg, and taking the time since onset in 
years into consideration, the “ annual shortening ” was 
determined. 

Limb shortening appeared to be directly related to the 
extent of paralysis and to the degree of wasting. In 
bilateral paralysis the shortening was proportionate to 
the difference in muscle power between the two legs. 
There was, however, wide individual variation, making 
any attempt at prognosis on these lines impossible. 
There was no definite evidence that certain muscle groups 
are particularly important for limb length, but the flexor 
and adductor muscles of the hips and the extensors of 
the knees appeared to have little effect on shortening. 
The crucial degree of muscle weakness relative to limb 
growth appears to be at the point of contraction against 
gravity, or the equivalent action. Little difference was 
found in limb length in cases in which the muscle paralysis 
was total and where power was very slight, but a high 
level of recovery was associated with a lesser degree of 
shortening than a moderate level. Neither myofascial 
contracture nor the use of calipers appeared to affect 
the limb growth. 

Discussing the cause of limb shortening after polio- 
myelitis, the author suggests that some vascular in- 
sufficiency consequent on the loss of muscle bulk may 
influence bone growth. In his view it is very unlikely 
that the cause can be mechanical. E. H. Johnson 


544. Virus Hepatitis with Features of Prolonged Bile 
Retention 

S. SHALDON and S. SHERLOCK. British Medical Journal 
[Brit. med. J.] 2, 734-738, Sept. 28, 1957. 4 figs., 11 
refs. 


In the literature during the last 11 years cases have 
been described of prolonged bile retention due to virus 
hepatitis, and in the present paper a further 12 cases are 
reviewed and the diagnosis, management, and prognosis 
discussed. The pathogenesis is considered, but no firm 


degrees of bile retention, 


conclusion is reached. Of the 12 patients, 7 females and 
5 males aged 13 to 59 years, 2 had received blood trans- 
fusions and 2 were contacts of diagnosed cases of virus 
hepatitis. The onset was acute, with anorexia, malaise, 
nausea, and vomiting. Jaundice followed and deepened 
progressively. Pruritus occurred after about 3 weeks 
and lasted 3 weeks. In 2 patients a general rash was 
noted. The liver was enlarged in 7 patients, but tender 
in 3 only. Bile pigment appeared in the urine and was 
present from time to time in the stools. After about 3 
to 4 weeks the patients showed clinical improvement, 
but jaundice deepened and lasted 8 to 29 weeks. 

The peak serum bilirubin level (6-6 to 27 mg. per 100 
iml.) was reached within 8 weeks. Urobilinogen dis- 
appeared from the urine soon after the onset and 
reappeared after 4 to 18 weeks. The serum alkaline- 
phosphatase level was raised above 30 units per 100 ml. 
in 3 patients only, but in 2 patients the increase persisted 
for over a year. The serum cholesterol concentration 
was not characteristic and the serum albumin level 
remained normal, although there was some hyperglobu- 
linaemia. The results of flocculation tests were negative 
in most patients and leucocyte counts were normal. 
There was an increase in the erythrocyte sedimentation 
rate in 3 patients only. Liver biopsy showed varying 
parenchymal damage, 
especially centrilobular, and portal-zone infiltration. 
In one case corticotrophin and prednisolone were given, 
with improvement in the jaundice and in subjective 
symptoms, but without effect on the histological picture. 
Laparotomy was performed in 3 cases and considerably 
delayed recovery, which, however, appeared eventually 
to be complete in all cases. W.H. Horner Andrews 


545. A Diphtheria Carrier Epidemic in a Boarding 
School Controlled by Erythromycin Given Orally 

N. Woop and P. M. R. HempuHitt. Antibiotic Medicine 
and Clinical Therapy. British Edition {Antibiot. Med., 


Brit. Ed.) 2, 325-334, July, 1957. 1 fig., 11 refs. 


The detection during the course of one year of 58 
carriers of a virulent strain of Corynebacterium diph- 
theriae (Type mitis) in a boarding school for 125 mentally 
backward boys and their treatment are described in great 
detail in this paper from the Public Health Laboratory, 
Reading. Of the inmates, 96 were known to have been 
immunized against diphtheria between one and 10 years 
previously. Apart from one non-immunized newcomer 
who contracted clinical diphtheria with toxic symptoms, 
clinical manifestations were limited to mild tonsillitis in 
a few cases, a positive throat swab from one of these 
leading to the discovery of the heavy concentration of 
diphtheria carriers. 

In the circumstances isolation of carriers in a fever 
hospital was difficult and often inadvisable, and the 
whole community was therefore placed in strict isolation. 
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in practically all cases the carrier state was eliminated 
successfully by one 10-day course of erythromycin given 
by mouth in doses of 200 mg. every 6 hours. In 7 cases 
relapse occurred after 40 to 212 days and was treated with 
a second course of erythromycin or tonsillectomy or 
xoth. No further isolations of C. diphtheriae were made 
in 5 mass swabbings during the following 12 months. 
K. Zinnemann 


546. Erythromycin Treatment of a Diphtheria Carrier 
“pidemic in a Mental Deficiency Hospital 
N. Woop and G. O’GorMAN. Antibiotic Medicine and 
Clinical Therapy. British Edition [Antibiot. Med., Brit. 
2d.) 2, 335-339, July, 1957. 1 fig., 1 ref. 


After the isolation of Corynebacterium diphtheriae 
(Type mitis) from the throat of a 9-year-old, non-immun- 
ized, mongol child who died from acute respiratory 
obstruction in the course of an apparently mild respira- 
(ory infection, 31 carriers of the organism were detected 
mong the 164 inmates of a crowded hospital for men- 
ially defective women and children. This carrier epi- 
cemic was brought rapidly to an end by giving the adults 
00 mg. and the children 200 mg. of erythromycin 
¢-hourly for 10 days, only one of those treated being 
. gain found to be infected during the following 7 months. 

K. Zinnemann 

[This paper was also published in the U.S. edition of 
Antibiotic Medicine and Clinical Therapy, 1957, 4, 465. 
-—EpiTor.] 


“47. Chronic Brucellosis in General Practice 
J. E. Davies. British Medical Journal [Brit. med. J. ] 2, 
'082-1087, Nov. 9, 1957. 21 refs. 


The author reports 11 cases of chronic brucellosis 
which occurred in a rural general practice in Wales 
curing one year. Only 2 patients gave a history of an 
acute attack. The presenting symptoms included: 
periodic muscle weakness with easy fatiguability and 
general lassitude (all cases); transitory muscle and joint 
pains (10); joint effusions (1); excessive sweating (5); 
right abdominal pain (8); excessive flatulence with the 
passage of irritating mucus per rectum (4); pain in the 
loin with frequency of micturition (1); peripheral 
neuritis (2); and exacerbation of disseminated sclerosis 
(1). Physical examination revealed hepatic enlargement 
in all cases and splenic enlargement in 2; evening pyrexia 
was present in 6 cases. In 2 cases Brucella was isolated 
from the patient’s milk supply, in 2 others it was found 
that abortion had occurred in the herd from which the 
supply was derived, and all the other patients were 
consumers of raw milk. 

The brucellin skin test gave a positive reaction in all 
the patients with brucellosis and in only 21°% of a control 
group of 126 patients with various other diseases. 
Agglutination tests with Br. abortus gave positive results 
before skin testing in 3° cases only, but all 11 patients 
developed significant agglutinin titres, persisting for 
more than 28 days, after the brucellin test; in contrast, 
15 out of 72 control subjects tested-developed low titres 
for a maximum of 28 days. Blood culture was carried 
out in 5 cases, with negative results in all. 
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The resemblance of the muscular fatigue of brucellosis 
to that of periodic familial paralysis led the author to 
study the serum potassium level in his patients, in all of 
whom it was found to be in the low normal range. The 
oral administration of potassium salts raised these levels, 
but did not relieve the symptoms; antibiotic therapy on 
the other hand also resulted in a rise of serum potassium 
level and at the same time produced symptomatic 
improvement. 

Tetracycline (2 g. daily) was given by mouth and strep- 
tomycin (0-5 g. twice daily) by injection for 14 days. [In 
the article as published the dose of streptomycin is given 
as 5 g. This error has since been corrected—Eprror.] 
In 9 cases improvement occurred about one week after 
the completion of the course, but relapses were frequent, 
7 patients requiring 2 courses, one 3 courses, and another 
4 courses of treatment. The 2 remaining patients experi-. 
enced no relief from antibiotics alone, but responded to 
a combination of antibiotics and prednisone (30 mg. for 
2 days, followed by 20 mg. for the next 2 days and 10 mg. 
for the remainder of the 14 days). Apparent cure was 
obtained in 6 cases, but in 5 the symptoms have persisted 
in varying degrees. [The period of observation is not 
stated.] 

The author points out that the policy of encouragement 
of the consumption of tuberculin-tested, unpasteurized 
milk ignores the problem of brucellosis, which is said to 
affect 15 to 20°%% of adult cattle in Great Britain. With 
the decline in consumption of pasteurized milk resulting 
from this policy it therefore becomes ever more important 
to exclude the possibility of brucellosis in the investigation 
of cases of chronic ill health. _ Max Meyer 


548. Antibiotic Treatment in Dysentery 
R. JOHNSON and J. B. LANDSMAN. Scottish Medical 
Journal [Scot. med. J.) 2, 383-388, Oct., 1957. 3 refs. 


Between March, 1954, and July, 1955, 479 bacterio- 
logically proven cases of Shigella dysentery were treated 
ai Ruchill Hospital, Glasgow, with a variety of anti- 
tiotics, given either alone or in combination with a sul- 
phonamide. Of the patients studied, 64% were under 
5 years of age. The procedure followed in each case 
was that on the morning after admission to hospital a 
rectal swab was taken and if this was positive a 5-day 
course of treatment was begun; then 1 or 2 days after 
completion of the course three further swabs were 
obtained and if these were negative the patient was dis- 
charged. If a positive result was obtained with one of 
these swabs a second (in some cases a third) course of 
treatment was given. A roster of the various treatments 
was in force and no patient received the same drug twice 
in successive courses. The drugs used and their doses 
were as follows: (1) aureomycin, 12-5, 25, or 50 mg. per 
kg. daily, according to age; (2) oxytetracycline, 10, 20, 
or 40 mg. per kg. daily; (3) chloramphenicol, 12-5, 25, 
or 50 mg. per kg. daily; (4) polymyxin B, 4-8 mega 
units daily; (5) neomycin and sulphaguanidine 10 mg. 
per kg. daily; (6) streptomycin and sulphaguanidine, 
0-5 to 4-0 g. daily. All the local strains of Shigella 
in Glasgow hospitals have become resistant to sulpha- 
diazine. 
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The failure rate among the 245 cases due to Shigella 
sonnei was 13-5°% and in the 234 due to Sh. flexneri was 
9%. The results showed that aureomycin and 
oxytetracycline were the most effective, particularly when 
given in doses of 20 to 50 mg. per kg. body weight daily 
for 5 days, only one failure occurring among the 139 
cases treated with these drugs. Chloramphenicol was 
the least satisfactory antibiotic, the over-all failure rate 
with it being 16-69%; the failure rates among cases 
treated with polymyxin B and the sulphonamides were 
similar (about 25°). Of 54 patients who remained 
infected at the end of treatment, all responded after a 
second course except 6, who required a third course. Of 
the patients in whom treatment failed, 299% were under 
one year of age; the authors ascribe this finding to the 
lack of personal hygiene in the very young leading to 
contamination of the hands and bed linen. The only 
side-effects of the treatment were diarrhoea and vomit- 
ing, but a reduction of the dosage diminished the inci- 
dence of these complications considerably. There were 
no complicating intestinal infections due to Staphylo- 
coccus pyogenes, perhaps owing to the constantly chang- 
ing regimens of treatment, the amount of the drugs used 
being still bacteriologically effective. 

The authors conclude that oxytetracycline is the 
safest and most efficacious treatment for bacillary dysen- 
tery, and recommend the following daily dosage schedule 
in relation to age: 6 months or under, 25 to 50 mg.; 
one year, 100 mg.; 2 to 5 years, 150 to 200 mg.; older 
children 250 mg.; and adults 250 to a maximum of 
500 mg. 

[This is a valuable paper which supplements the earlier 
work of Abbott and Parry (Lancet, 1955, 1, 16; Abstr. 
Wld Med., 1955, 18, 12) on Sonne dysentery treated with 
tetracycline. However, the use of rectal swabs rather 
than of faecal specimens is surprising because of the 
fallibility of the former, as demonstrated by Thomas 
(Brit. med. J., 1954, 2, 394; Abstr. Wld Med., 1955, 17, 
176).] I. M. Librach 


549. Tetanus: Evaluation of Treatment at Charity 
Hospital, New Orleans, Louisiana 

O. Creecu, A. GLover, and A. OcHsNER. Annals of 
Surgery [Ann. Surg.) 146, 369-383, Sept., 1957. 11 
figs., 23 refs. 


An evaluation of the treatment of 558 cases of tetanus 
seen at the Charity Hospital, New Orleans, during the 
period 1943-56 is presented. The yearly incidence 
ranged from 0:3 to 0-1 per 1,000 hospital admissions; the 
average age of the patients varied from year to year from 
22 to 39 years, being highest in recent years. The former 
preponderance of males of 2:1 began to decrease in 1943 
and the sex incidence is now nearly equal. The distri- 
bution of the injuries was similar to that recorded 
in previous reports. In only one instance had the patient 
received a complete immunizing course of tetanus toxoid; 
another patient had received tetanus antitoxin at the 
time of injury. The mean incubation period in survivors 
was almost 40° longer than that in those who succumbed 
to the disease; there were, however, numerous exceptions, 
some survivors having an incubation period of only 4 


INFECTIOUS DISEASES 
days and some patients dying after incubation periods 


of 20 days or longer. 

Treatment during the period 1906-49 varied little, 
consisting essentially in care of the wound, administration 
of tetanus antitoxin, and sedation; careful attention to 
the site of injury was not a routine practice until 1925-26, 
but since then cauterization, debridement, and total 
excision have been used preferentially at one time or 
another. In the past 7 years some newer measures, 
such as tracheotomy, antibiotics, muscle relaxants, and 
gastrostomy, have been added to the treatment; these 


adjuncts represent the only attempt in over 50 years to © 


attack directly the complications of tetanus. The over- 
all mortality among the 558 cases was 30-6%; although 
the mortality for the period 1943-49 was 36-8°% and that 
for 1950-56 was 24-4°%, a comparison of the experience 
in these 14 years with that of the previous 36 years 
indicates that the decreased mortality is simply a con- 
tinuation of a trend which began 50 years ago. The 
decline has been due to many factors, of which not the 
least important has been continuous improvement in 
supportive care of the patient. As no therapeutic agent 


has been shown to be specific, control of the disease can 
be achieved only by way of prevention. 


R. G. Meyer 


550. Collective Review of Hydatid Disease 

J. JIDENAN. Journal of the International College of Sur- 
geons [J. int. Coll. Surg.) 28, 125-133, Aug., 1957. 
9 refs. 


551. An Outbreak of Acute Infective Encephalomyelitis 
in a Residential Home for Nurses in 1956 
D. GeFFEN and S. M. Tracy. British Medical Journal 
[Brit. med. J.] 2, 904-906, Oct. 19, 1957. 


An outbreak of encephalomyelitis occurred at the 
Royal Free Hospital, London, in July, 1955, and ended 
in November of the same year. The present authors 
report a small outbreak of the disease in May, 1956, at 
the Preliminary Training School for Nurses of the same 
hospital. The population at risk was 38, 7 of whom, 
females aged 18 to 39 years, developed the disease. 
Symptoms included headache, malaise, dizziness, nausea 
and pains in the limbs associated with lymphadeno- 
megaly and various signs of neurological involvement. 
In most cases the neurological symptoms were mild, 
but in one patient, aged 18, right facial weakness with a 
contralateral hemiplegia developed and lasted nearly 4 
months. Of the remaining 6 patients, 5 recovered within 
5 weeks and one within 2 months. There were no per- 
manent sequelae and no deaths. Two doctors who were 
contacts of the patients also developed mild symptoms. 

As soon as the outbreak was discovered the training 
school was closed and the trainees were sent home for 
observation. None of those who were fit to go home 
and none of their contacts developed the disease. There 
was no spread to patients in the hospital, the affected 
trainees being transferred on diagnosis to a fever hospi- 
tal. There did not appear to be any connexion be- 
tween this epidemie and the previous outbreak at the 
hospital, and the results of pathological examination 
were similarly negative. I. M. Librach 
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Protective Humoral Antibodies in Tuberculosis 

C. M. ZiTRIn and O. WAsz-H6OcCKERT. American Review 
of Tuberculosis and Pulmonary Diseases [Amer. Rev. 
Juberc.] 76, 256-262, Aug., 1957. 12 refs. 


Since some early experiments on the passive transfer 
of immunity in sheep indicated that there may be pro- 
t»ctive antibodies against tubercle bacilli in the serum of 


enimals infected with these organisms an investigation 


was undertaken at New York University and Hospital to 
ascertain if any such antibodies could be found in the 
s‘rum of human patients suffering from tuberculosis. 
Samples of serum from patients with tuberculosis of at 
ast 6 months’ duration who were making good progress 
vere tested (with negative results) for the presence of 
antituberculous drugs. The sera were then fractionated 
by the cold ethanol method of Cohn ef al. and the 
fractions added in increasing dilution to a series of tubes 
iroculated with the H37Rv strain of Mycobacterium 
t-berculosis, and incubated for 14 days at 37°C. In 
addition, batches of white mice were given 0-5 ml. of the 
scrum or serum fraction at daily intervals and challenged 
wth the Vallée strain of Myco. tuberculosis either during 
o: after this treatment. 

In vitro there was inhibition of growth by fractions of 
tuberculous serum and by pooled gamma globulin, but 
not by serum from tuberculin-negative subjects. The 
animal experiments, as judged by the median survival 
times, also indicated that a protective effect was exerted 
by the fractions of tuberculous serum and in one case by 
pcoled gamma globulin, while serum from non-tubercu- 
lous tuberculin-positive subjects showed a slight effect as 
compared with the controls. The authors consider that 
these results demonstrate the existence of protective sub- 
stances in the serum of infected persons, and that the 
dificulties experienced in demonstrating them heretofore 
were most probably due to interference by other sub- 
stances present in the serum. John M. Talbot 


553. Chemoprophylaxis of Tuberculosis. (Quimiopro- 
filaxia da tuberculose) 

J. Dos SANTOs Neves and N. Espinpo.a. Revista bra- 
sileira de tuberculose (Rev. brasil. Tuberc.} 25, 1033-1044, 
Aug., 1957. 14 refs. 


In certain clinics in France and the U.S.A. children 
who are found to be Mantoux-positive but have no 
symptoms are being treated with isoniazid, while 
Zorini, in Italy, has begun to use the same drug in the 
prophylactic treatment of contacts. The authors, 
although recognizing the doubts and difficulties attend- 
ing the latter procedure, decided to carry out a pilot 
trial in Vitoria, Espirito Santo, Brazil, by treating con- 
tacts of tuberculous patients with isoniazid, considering 
that in this area pulmonary tuberculosis has reached 
the “ family stage” of its epidemiological development, 
that is, it is mostly confined to households and not dis- 


seminated throughout the population. The drug was 
given for 10 weeks in a daily dosage of 5 mg. per kg. 
body weight, and 91-1% of the contacts completed the 
course. B.C.G. was also given to contacts less than 30 
years old. Little trouble was encountered in persuading 
the contacts to cooperate in the scheme, the successful 
completion of the pilot trial being attributed by the 
authors largely to the help rendered by health visitors. 
During a 6-month observation period no significant 
morbidity from tuberculosis was encountered among 
the contacts treated. Although no definite conclusions 
can be reached after such a short time the authors hope 
to extend the procedure to the whole of the State of 
Espirito Santo. Paul B. Woolley 


~ 
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554. A Trial of Two Antituberculous Drugs. Dipasic 
and Nupasal-213 

G. W. ALLAN, W. MCNauGut, and A. W. Lees. Lancet 
[Lancet] 2, 609-612, Sept. 28, 1957. 5 refs. 


The authors report a trial of the antituberculous drugs 
“* dipasic ”’, a chemical combination of isoniazid and PAS, 
and “nupasal 213” (o-hydroxybenzal  isonicotinyl 
hydrazone), a derivative of isoniazid, in which 86 patients 
admitted to Ruchill Hospital, Glasgow, with active pul- 
monary tuberculosis were allocated at random to the 
following four daily treatment schedules: (1) 400 mg. 
of isoniazid and 20 g. of PAS (21); (2) 2 g. of nupasal and 
20 g. of PAS (21); (3) 1-2 g. of dipasic (22); and (4) 
2 g. of nupasal (22). All patients were kept in hospital 
for 6 months. On admission and again after 3 months’ 
and 6 months’ therapy the weight was recorded, the 
erythrocyte sedimentation rate determined, a radiogragh 
taken, the sputum or gastric washings examined, and 
bronchial lavage performed. Sensitivity tests were 
carried out on Léwenstein-Jensen medium using the 
following concentrations: isoniazid 5 and 50 wg.; PAS 
2 and 100 wg.; dipasic 1 and 5 »g.; and nupasal 5 and 
10 pg. [? per ml.]. There were 51 male and 35 female 
patients, most of them aged less than 55. The age and 
sex distribution was much the same in all four treatment 
groups. (Of 92 patients originally included in the trial, 
6 were subsequently excluded for various reasons.) 

The clinical response and degree of resolution of non- 
cavitary disease were comparable in all four groups. 
Cavity closure at 6 months was less common in Group 4 
(76-5°%) and still less so in Group 3 (68-2%) than in 
Group 1 (83-3%) or Group 2 (89-5%). The sputum 
remained positive after 6 months in 2 cases in Group 
1, in 8 in Group 3, and in 3 in Group 4, whereas all cases 
in Group 2 were sputum-negative. Both of the strains 
isolated in Group 1 were sensitive to all 4 drugs, while in 
Group 3, 5 out of 8 and in Group 4 all 3 strains were 
resistant to one or more of the drugs. 
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The authors conclude that the combination of nupasal 
and PAS was as efficacious as that of isoniazid and PAS, 
but that dipasic alone and nupasal alone were both 
inferior to this combination, nupasal alone, however, 
being superior to dipasic alone. There was no evidence 
to show that if any PAS was split off from dipasic in the 
body it was present in sufficient amount to prevent the 
development of resistance to isoniazid or to cause resist- 
ance to PAS. I. M. Librach 


555. Psychiatric and Neurological Reactions to Cyclo- 
serine in the Treatment of Tuberculosis 

W. C. Lewis, G. CALDEN, J. R. THursTon, and W. E. 
Gitson. Diseases of the Chest [Dis. Chest] 32, 172-182, 
Aug., 1957. 7 refs. 


The psychiatric and neurological reactions to cyclo- 
serine therapy of ‘patients with pulmonary tuberculosis 
were studied at the Veterans Administration Hospital, 
Madison, Wisconsin. The patients, 30 males aged 29 
to 70 years, were selected on the basis of positive sputum. 


‘None had evidence of epilepsy, renal or hepatic disease, 


dermatitis, or allergy. In 23 cases the tuberculosis was 
far advanced and in 7 moderately advanced; 16 had 
previously received chemotherapy. Treatment was be- 
gun with 0-5 g. of cycloserine twice a day. Electro- 
encephalography, clinical examination, and psychometric 
tests were carried out before and after the start of treat- 
ment. Before treatment the electroencephalogram 
(EEG) was normal in all cases. During the inv.stigation 
2 patients died and in 2 cases cycloserine had to be dis- 
continued. In 3 cases fits developed which were prob- 
ably due to the drug; in only one of these were there 
abnormal changes in the EEG; in the remaining 25 cases 
the EEG remained normal. 

Psychiatric changes were observed in 15 patients, these 
being mild in 5, moderate in 4, and severe in 6; all except 
one recovered within 10 days of cessation of treatment. 
Blood levels of cycloserine were no higher in patients 
with toxic symptoms than in those without. Psycho- 
logical tests were unhelpful. Denis Abelson 


556. Cycloserine and its Value in the Treatment of 
Chronic Pulmonary Tuberculosis 

J. Mopave. Antibiotic Medicine and Clinical Therapy 
[Antibiot. Med.|] 4, 535-564, Sept., 1957. 21 figs., 
36 refs. 


Cycloserine (D-4-amino-isoxazolidone), an antibiotic 
isolated from Streptomyces orchidaceus with a wide 
range of activity against many Gram-positive and Gram- 
negative organisms, has been found to have little effect 
against experimental tuberculosis in animals, but, 
according to some workers, to have a favourable effect 
in human beings. 

At the Mont-sur-Meuse Sanatorium, Belgium, 27 
patients with cavitary pulmonary tuberculosis of at least 
one year’s duration, which in most cases was resistant 
to streptomycin and isoniazid, were given cycloserine in 
a dosage of 0-75 to 1 g. daily (0-25 g. 3 to 4 times a day). 
A favourable clinical and radiological response was 
observed in some cases, but was often only temporary. 


- according to size as very large (7 cases), large (61), and 


Resistance to the drug rapidly developed; sensitivity 
tests showed that all strains of Mycobacterium tuberculosis 
were inhibited by 100 jg. or less per ml. initially and after 
one month, but in 4 out of 9 instances an abundant 
culture was obtained after 4 months’ treatment. Previous 
workers had noted a high incidence of serious toxic 
effects with 1 to 1-5 g. daily, psychoses and convulsions 
occurring with plasma levels of cycloserine greater than 
30g. perml. Inthe present investigation toxic reactions 
were few and not serious; only in one case was it neces- 
sary to discontinue the drug. E. Keith Westlake 


557. The Results of Chemotherapy in the Treatment of 
Tuberculous Pleural Effusions 

A. Pines. British Medical Journal [Brit. med. J.] 2, 
863-865, Oct. 12, 1957. 1 fig., 24 refs. 


The author describes a retrospective study of 56 
patients with uncomplicated tuberculous pleural effusion 
who were treated at the country branch of the London 
Chest Hospital between 1949 and 1953 and followed up 
for at least 24 years, the results in 24 patients who had 
received between 24 and 6 months of adequate chemo- 
therapy (mostly daily doses of streptomycin and PAS) 
being compared with those in 32 patients treated with 
bed rest, alone or, in a few instances, combined with 
inadequate chemotherapy (PAS, streptomycin, or isonia- 
zid alone). 

He reports that there was little difference in the rate 
of subsidence of pyrexia, erythrocyte sedimentation rate, 
or effusion between the two groups. However, while 
post-primary tuberculosis developed in 9 (28°%) of those 
treated with bed rest alone, this occurred in only 2 (8°) 
of those receiving chemotherapy. Residual pleural 
thickening was equally common in both groups. The 
author concludes that antituberculous chemotherapy 
should be given for at least one year to all patients with 
tuberculous pleural effusions. B. Golberg 


558. Tuberculous Pleural Effusions Treated by Anti- 
bacterial Therapy 

P. A. Emerson. Lancet [Lancet] 2, 674-676, Oct. 5, 
1957. 3 refs. 


The author, writing from the Brompton Hospital, 
London, reports the results of antibacterial therapy in 
102 patients with tuberculous pleural effusion treated at 
various hospitals in and near London between 1949 and 
1954, of whom 100 were followed up for periods up to 
7 years, 59 of them being males and 41 females and all 
but 6 aged between 15 and 28 years. All the patients 

_had previously been healthy, and none showed an initial 
parenchymatous lung lesion when examined radio- 
logically on admission. The effusions were classified 


moderate (32). Diagnostic aspiration of the effusion 
was performed in every case, and culture of the pleural 
fluid for tubercle bacilli gave a positive result in 17 cases 
and culture of other material in 9 others. 

Of the 100 patients, 96 were given streptomycin (1 g. 
intramuscularly per day either consecutively or inter- 
mittently) along with either PAS (12 g. to 20 g. daily) or 
isoniazid (200 mg. to 300 mg. daily), while 2 received 


sti 
re 
re 
ex 
of 
an 
10 
du 
eff 
in: 
4 ent 
inc 
tre 
am 
i dos 
aris 
A or 
E 
4 er 
ide 
offu 
ove 
‘ou: 
»59 
rési 
] 
June 
j the 
| selec 
ther: 
follo 
year 
ina 
of st 
for 
less t 
sligh 
31-45 
were 
| treatr 
4 in wh 
mm, 
and s 
Of 8 
opaci 
10 mi 
| graph 
| while 
| shade 
Of 12 
4 


streptomycin alone and 2 isoniazid alone. The numbers 
receiving various total dosages are shown in a table. 
The period of bed rest varied with the clinical condition, 
except for 25 patients who were in bed for a minimum 
of 3 months. The results of treatment were compared 
with those in a group of 30 similar patients not receiving 
antibacterial therapy. No significant differences were 
noted in respect of (1) duration of pyrexia, (2) mean 
duration of accelerated erythrocyte sedimentation rate 
‘over 4 months in both groups), or (3) persistence of 
effusion (less than 3 months in 42 cases, 3 to 12 months 
in 44, and up to 3 years in 9; in 5 cases it was still pres- 
ent at the time of the report). There was a reduced 
incidence of subsequent tuberculous lesions in the 


_ treated group, 8 such cases being found, of which 5 were 


among the 17 patients who had received" inadequate 
dosage. The 5-year morbidity rate for tuberculosis 
arising subsequently, estimated from life tables, was 30% 
‘or the group of 17 (which corresponds with the author’s 
orevious observation of the incidence in a previous 
eries of untreated cases) and 4% for the group of 83 
idequately treated patients. 

Although antibacterial therapy of tuberculous pleural 
-ffusion has proved disappointing, the author concludes 
-hat, providing the drugs are given in adequate amount 
over a sufficient period, the incidence of further tubercu- 
‘ous lesions may be thereby reduced. V. Reade 


-59. The Prognosis in Cases of Pulmonary Tuber- 
eulosis with Residual Radiological Abnormalities after 
Chemotherapy. (Pronostic des images radiologiques 
résiduelles aprés chimiothérapie) 

©, BERNARD, B. Kreis, S. PRETET, and J. C. DuCOMET. 
Revue de la tuberculose [Rev. Tuberc. (Paris)] 21, 581-601, 
June, 1957. 20 refs. 


Of 347 patients with pulmonary tuberculosis attending 
the Clinique de la Tuberculose, Paris, in 1953 the authors 
selected for study 195 who were treated solely by chemo- 
therapy and bed rest and who had been adequately 
followed up, the period of follow-up extending to 3 
years in one-third of the cases, to between 2 and 3 years 
in a further third, and for less than 2 years in the 
remainder. Treatment included various combinations 
of streptomycin, isoniazid, and PAS, which were given 
for more than 9 months in 38°% of the 347 cases and for 
less than 6 months in 36°%%. The extent of the lesion was 
slight in 14-69%, moderate in 54°%, and very extensive in 
31-4% of the total series. 

Among the 195 cases studied more intensively there 
were 18 cases in which the x-ray appearances at the end of 
treatment became normal and remained so. Of 53 cases 
in which small, discrete, cicatricial, linear shadows 1 to 2 
mm, in width persisted, these remained unchanged in 40 
and showed improvement in 12, while one case relapsed. 
Of 82 cases of residual circumscribed homogeneous 
opacities 10 to 20 mm. in diameter or nodules 2 to 
10 mm. in diameter in one or more lung zones, the radio- 
graphs remained unchanged in 33 and improved in 41, 
while 8 cases relapsed. Of 4 cases of residual bullous 
shadows, in 2 they remained unchanged and 2 relapsed. 
Of 12 cases of residual cavities, 4 remained unchanged, 
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2 improved, and 6 deteriorated. And of 26 cases 
showing heterogeneous types of shadow, in 12 these 
remained unchanged, 12 improved, and 2 deteriorated. 
Relapses have been observed to occur between one 
and 3 years after the end of treatment, being more fre- 
quent in patients receiving courses of antituberculous 
chemotherapy of insufficient length (less than 8 months). 
Other unfavourable factors included social environment, 
indiscipline, and intemperance. A favourable response 
to further treatment (including in some cases other forms 
of therapy) was observed in 4 out of 8 relapsed cases 
that were followed up. The authors consider that the 
persistence of residual abnormal radiological shadows 
following chemotherapy is compatible with a clinical 
cure, but they agree that more prolonged observation is 
necessary before an accurate assessment of the relapse 
rate can be attempted. I. Ansell 


560. The Results of Thoracoplasty in the Treatment of 
Pulmonary Tuberculosis 
J. H. GouGu, D. BARLow, T. Homes SELLors, and V. C. 


THOMPSON. Thorax [Thorax] 12, 241-252, Sept., 1957. 
2 figs., 29 refs. 


Two hundred and thirty-one consecutive patients who 
submitted to thoracoplasty operations at the Arlesey 
Branch of the London Chest Hospital between Dec. 1, 
1947, and Dec. 31, 1949, were studied, the follow-up 
period being 6 to 8 years. The case material was 
analysed in detail, this being essential if the results were 
to be of any significance. Three patients (1-3°%) died 
within 3 months of operation and there were postopera- 
tive complications in 43 (19%). At the end of the 
observation period 82°%% of the patients were quiescent, 
3% had active disease, 149% were dead, and 1-3°%% had 
been lost; 96°% of the survivors traced were fit for work. 
These results are considered to be satisfactory, for most 
of the patients had extensive disease and few received 
effective chemotherapy. An analysis of the influence of 
various factors on late prognosis was made. Important - 
factors were extent of disease, cavity size, pre-operative 
sputum state, and age, whereas the patients’ sex, the 
presence of a family history of tuberculosis, and the 
length of hospital convalescence (in uncomplicated cases) 
did not appear to affect prognosis.—[Authors’ summary.] 


561. Multiple Tuberculomata. (Multiple Tuberku- 
lome) 
W. Giricu. Tuberkulosearzt [Tuberk.-Arzt] 11, 543- 
549, Sept., 1957. 5 figs., 31 refs. 


The author presents an analysis of 37 cases of multiple 
tuberculomata occurring among 106 cases of tuberculoma 
seen at the Oderberg Sanatorium, St. Andreasberg, Harz. 
In 28 cases there were two tuberculomata and in 9 three. 
The period of observation ranged from one to 13 years, 
two-thirds (19) of the cases having been observed for at 
least 3 years. [No clinical details are given, the study 
being solely concerned with the radiological changes 
taking place over the years, which are presented with 
the aid of some very clear diagrams.] 
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In 8 cases both foci remained stationary, in 7 both 
steadily decreased in size, in 4 one focus remained 
stationary while the other regressed, in 2 the opposite 
took place, while in 3 cases one of the tuberculomata 
disappeared altogether, the other either remaining sta- 
tionary or regressing much more slowly. A study of the 
behaviour of the cavities associated with some of. the 
tuberculomata showed that there was little correlation 
between their behaviour in the two foci, some cavities 
disappearing, some developing, while others showed no 
change. 

The author concludes that there must be an indivi- 
dual disposition to the formation of round foci, but 
that local conditions in the lung determine whether or 
not they go on to cavitation. H. F. Reichenfeld 


EXTRA-RESPIRATORY TUBERCULOSIS 


562. Treatment of Tuberculous Meningitis. A Com- 
parative Trial 

A ScorttisH Joint Committee. Lancet [Lancet] 2, 756- 
760, Oct. 19, 1957. 5 refs. 


The results are reported of a comparative therapeutic 
trial which was carried out at 6 Scottish hospitals on 111 
cases of tuberculous meningitis between July, 1953, and 
June, 1955. Cases were allocated by random selection 
to three treatment groups. The first (“standard ”’) 
group of 30 cases were treated with streptomycin given 
intramuscularly and intrathecally together with PAS by 
mouth, isoniazid being withheld, at least for 8 weeks 
from the start of treatment. The duration of intrathecal 
treatment was 4 months, but with decreasing frequency 
of injections from once daily to once weekly. The total 
period of treatment was at least 6 months. The second 
(“‘ isoniazid’) group of 43 cases were given isoniazid 
plus PAS throughout the 6-month treatment period. In 
addition, daily intramuscular and intrathecal injections 
of streptomycin were given for the first week only (except 
in 7 cases in which further streptomycin treatment was 
given later). The third (“compromise”) group of 38 
cases were given the same treatment as the second, but 
after the first week intramuscular and intrathecal injec- 
tions of streptomycin were continued twice weekly for 
at least 6 months. The last two groups contained an 
excess of very young patients and advanced cases. The 
inequality of the numbers in the three groups was partly 
due to the exclusion, after the start of treatment, of those 
cases in which full confirmation of the diagnosis was not 
subsequently obtained. [The numbers and fate of these 
patients are not stated.] 

There were 21 deaths (19°) in all, 8, 6, and 7 occurring 
in the first, second, and third groups respectively. One 
death occurred among the 10 early cases, 10 among the 
intermediate cases, and 10 among the 25 advanced cases, 
15 of the deaths occurring within 28 days of admission. 
(The cases were classified according to the scheme used 
in the Medical Research Council’s trial (Lancet, 1948, 
1, 582; Abstr. Wid Med., 1948, 4, 662).) Relapse 
occurred in 3 patients, including a girl of 2 who was in 
the isoniazid group and in whom miliary lesions re- 


appeared in the lungs a year later. Of the 90 survivors, 
16 had residual neurological or mental sequelae—there 
was little difference between the groups in this respect. 
There was also little difference in the time taken for the 
levels of the various constituents of the cerebrospinal 
fluid to return to normal. It is concluded that each case 
of tuberculous meningitis should be treated on its 
merits, and that the duration of intrathecal treatment 
need not be long. 

[In their summary the authors state that “‘ when isonia- 
zid is included in the chemotherapy, intrathecal strepto- . 
mycin is not an essential part of the treatment schedule °’. 
The results reported, however, provide no justification 
for this statement, as all 111 patients were given at least 
7 intrathecal injections of streptomycin, while in 7 cases 
in the isoniazid group further intrathecal treatment was 
considered necessary. It should be noted that although 
the group treated without isoniazid is designated the 
“* standard ”’ group, there is ample evidence that isoniazid 
is the most potent antituberculous drug available and 
should nowadays be included in any “‘standard” treatment 
of tuberculous meningitis.] John Lorber 


563. Tuberculosis of the Lymph Nodes of the Biliary 
Tract. Pathological and Clinical Features of a Little- 
known Disease. (Die Tuberkulose der Gallenwegs- 
Lymphknoten. Pathologie und Klinik eines wenig 
bekannten Krankheiisbildes) 

W. REMMELE and K. LENNERT. Beifrdge zur Klinik der 
Tuberkulose spezifischen Tuberkulose-Forschung 
[Beitr. Klin. Tuberk.] 117, 327-343, Aug., 15, 1957. 
4 figs., bibliography. 


Tuberculosis of the lymph nodes of the biliary tract 
is accepted by the authors as an entity only if the clinical 
diagnosis is confirmed either at operation or post mor- 
tem, and tuberculous changes, if any, in other parts of 
the body are small and clearly of secondary import- 
ance. The infection probably spreads either through 
the lymph channels from the hilar or mesenteric lymph 
nodes or by haematogenous dissemination from the 
biliary ducts. 

On histological grounds two main types can be distin- 
guished—tuberculous lymphadenitis with epithelioid cells 
and caseous lymphadenitis. Analysis of 6 cases ob- 
served by the authors at the Seulkenberg Institute of 
Pathology of the University of Frankfurt am Main 
together with 12 others reported in the literature shows 
that the caseous form was found in 12 patients, only 
2 of whom were over 45 years of age, while the 6 patients 
with the epithelioid-cell type were all over 45. 

The clinical picture may assume 3 different forms: 
(1) acute or intermittent obstructive jaundice with biliary 
colic; (2) chronic obstructive jaundice; and (3) an 
indefinite complex of symptoms centering on the right 
epigastrium and simulating disease of the stomach or 
pancreas. Diagnosis is difficult without removal and 
histological examination of the biliary lymph nodes. 
Cholecystectomy is not helpful unless the gall-bladder 
is also affected. Chemotherapy should be undertaken 
after operation. Franz Heimann 
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564. The Behaviour of Serum Protein Lability Reac- 
tions and Electrophoretic Findings during the Specific 
Treatment of Syphilis. (Das Verhalten von Serumei- 
weisslabilitatsproben und Elektrophorese wahrend der 
»pezifischen Behandlung der Lues) 

G. Wor. Archiv fiir klinische und experimentelle Der- 
matologie [Arch. klin. exp. Derm.] 204, 566-583, 1957. 


At the Miners’ Hospital, Stollberg, Germany, 91 
oatients with syphilis, in most cases in the latent stage, 
_ vere investigated by a battery of serum protein tests 
vhich the author names “ protein lability tests ’’, these 
ncluding the Takata—Ara reaction, the Weltmann 
coagulation test, the Gross fiocculation test, and the 
ormol-gel, thymol turbidity, water turbidity, and 
admium sulphate tests. In addition, paper electro- 
vhoresis of the serum proteins was performed. The 
yatients had no history of liver disease. 

The protein lability tests, which were carried out both 
vefore and after 177 courses of penicillin treatment, were 
_ bnormal before treatment in 10-7%% and after treatment 
2 10-1%. [It is not stated what proportion of patients 
howed these changes both before and after treatment.] 
The electrophoretic pattern was initially abnormal in 
4% of cases, the most consistent change being an 
acrease in the gamma-globulin fraction. It was 
noted that during treatment the electrophoretic pat- 
‘ern sometimes resembled that seen in acute infections, 
ut after treatment it tended to become normal. Specific 
‘ests for parenchymatous liver damage were carried out 
some cases, but these gave only normal results. . It is 
.onsidered that the abnormalities found in the serum 
were due to increased activity of the reticulo-endothelial 
system rather than to damage of the liver parenchyma. 

{It is difficult to assess the value of this paper since 
inany of the laboratory findings are not given in detail 
and no statistical evaluation of the significance of the 
results is attempted.] G. W. Csonka 


565. Sensitivity and Specificity of Reiter Protein Com- 
plement-fixation (RPCF) Test for Syphilis 

C. R. Rein, L. C. Ketcec, G. D’ALEsSSANDRO, and 
J. H. De Bruun. Journal of Investigative Dermatology 
[/. invest. Derm.) 28, 459-462, June, 1957. 8 refs. 


Protein extracted from the Reiter treponeme by 
cryolysis and precipitation with ammonium sulphate 
(D’Alessandro’s technique) has been used by the authors 
at the University Hospital, New York, as an antigen in 
complement-fixation tests for syphilis. It was used at 
litres of 1 in 80 in the one-fifth-volume Kolmer method 
and of 1 in 250 in the Kent technique. Comparative 
tests showed that the latter was the more reproducible 
and eliminated many anticomplementary results, while 
its sensitivity was comparable to that of the Kolmer test. 

Sera were then tested in parallel-with four tests using 
lipoidal antigens (the Mazzini, V.D.R.L., Rein—Bossak, 
and a cardiolipin complement-fixation test) and four 


tests using treponemal antigens (the treponemal im- 
mobilization and immune adherence tests, the comple- 
ment-fixation test of Portnoy and Magnuson, and the 
Reiter protein complement-fixation test (R.P.C.F.T.)). 
Examination of sera from 94 patients with treated early 
syphilis showed that the sensitivity of the R.P.C.F.T. was 
comparable to that of the other treponemal tests, while 
it was more sensitive than any of the tests using lipoidal 
antigens—the most sensitive of these, the V.D.R.L. test, 
gave 43 positive or weakly positive reactions compared 
with 61 with the R.P.C.F.T. In tests on sera from 112 
patients with treated late or latent syphilis the sensitivity 
level of the R.P.C.F.T. was also found to be similar to 
that of the other treponemal tests. An indication of the 
specificity of the R.P.C.F.T. was obtained from tests on 
sera from 99 patients who were thought to be biological 
false positive reactors, 15 of whom had lupus erythema- ° 
tosus. None of the treponemal tests gave positive 
reactions with any of these 99 sera. A. E. Wilkinson 


566. Results of Treatment of Neurosyphilis with Very 
High Doses of Penicillin in Combination with Fever Com- 
pared with those of Standard Penicillin Therapy Alone. 
(Ergebnisse der Behandlung von Neurosyphilis mit sehr 
hohen Penicillindosen in Kombination mit Fieber im 
Vergleich zur iiblichen alleinigen Penicillinbehandlung) 
R. DeGKwitz. Nervenarzt [Nervenarzt] 28, 371-372, 
Aug. 20, 1957. 


From observations made during the years 1951 to 1954 
at the City and University Neurological Clinic, Frankfurt 
am Main, during which time cases of neurosyphilis were 
treated with penicillin alone in a course totalling 10 mega 
units, it was found that the many resistant cases responded 
better to'a combination of penicillin and fever therapy. 
The author now reports the results in 56 cases of active 


neurosyphilis which were treated with high doses of 


penicillin—1-2 mega units daily to a total of 30 mega 
units—and, as soon as their clinical state permitted, 
with artificial fever therapy in addition. The patients 
were observed for periods up to 2 years and from this 
follow-up study the following three main points emerged: 
(1) only 10% of the cases showed continuing disease 
activity in the cerebrospinal fluid (C.S.F.) after 4 months, 
compared with 20% of cases treated with penicillin 
therapy alone; (2) only 3 of the 56 patients relapsed, 
compared with 7 out of 34 given routine therapy; and 
(3) the trend toward seronegativity developed more 
rapidly and the improvement in the C.S.F. cell counts, 
which began within a few days of institution of therapy, 
was sustained in most cases, the C.S.F. being cleared 
within 4 months. As the author points out, such a 
therapeutic regimen is of importance in Germany 
where, in contrast to some other countries, there has 
been a persistently high incidence of neurosyphilis, 
largely due to the often inadequate treatment of patients 
with primary and secondary syphilis after the last war. 
Allene Scott 
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567. Some Observations on the Relationship of Kwashi- 
orkor and Infantile Liver Cirrhosis 

N. L. SHARMA and S. K. Dixsuit. Indian Journal of 
Pediatrics [Indian J. Pediat.] 24, 169-178, June, 1957. 


A comparative study is reported of the aetiology, 
pathology, and sequelae of infantile cirrhosis and 
kwashiorkor, based on the findings in 54 cases of the 
former disease and 50 of the latter seen at the Children’s 
Hospital of the Medical College, Lucknow. Of the 
patients with cirrhosis, 48 were Hindus and 6 were Mus- 
lims, whereas of the patients with kwashiorkor, 30 were 
Hindus and 20 were Muslims. Both conditions occurred 
mainly in the age group 6 months to 3 years, with a 
maximum incidence in the second year. There were 
slightly more males than females in the kwashiorkor 
group, but among the patients with cirrhosis the ratio 
of males to females was 3:1. In one-fifth of the patients 
in the latter group there was a family history of cirrhosis 
in other siblings, but none of the patients with kwashior- 
kor had a family history of the disease. Of the 54 
patients with cirrhosis, 16 were first-born infants and 13 
of these were males; no such age and sex distribution 
was found in the patients with kwashiorkor. Cirrhosis 
was not common among the poorest classes in the 
community; it was present especially in children receiving 
both breast and cow’s milk, and was almost always 
accompanied by liver dysfunction. Kwashiorkor was 
commonest in the poorest classes; it was usually seen in 
infants who were entirely breast-fed and was only 
occasionally accompanied by severe liver dysfunction. 

W. H. Horner Andrews 


568. Two Types of Liver Disease in Jamaican Children. 
Part Il 

K. Ruopes. West Indian Medical Journal [W. Indian 
med. J.| 6, 73-93, June, 1957. 1 fig. 


The treatment of venous occlusive disease (V.O.D.) of 
the liver, in some cases associated with hepatic cirrhosis 
or kwashiorkor, in 87 Jamaican children is described. 
All the patients had been receiving a diet greatly lacking 
in protein, and a high-protein diet was the basic thera- 
peutic measure in all cases. In practice this meant the 
administration of 2 pints (1,136 ml.) of fresh cow’s milk, 
2 eggs, and 58 to 116 g. of meat or fish daily. In addi- 
tion, 24 patients were given “ ventriculin”, a prepara- 
tion of dried hog’s stomach, in doses of 10 to 30 g. daily 
for 10 to 21 days with correspondingly less dietary 
protein, 6 received aureomycin, 25 mg. per kg. body 
weight daily, with supplements of vitamin-B complex 
for 10 to 21 days, 5 were given vitamin B,;2 (cyanoco- 
balamin), 10 to 50 zg. intramuscularly daily for 21 to 
35 days, and 5 received preparations of protein hydro- 
lysates orally and parenterally or infusions of plasma or 
blood. These supplements were usually given after pro- 
longed treatment with high-protein diet alone had failed 
to produce any improvement. 
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There was improvement in 14 out of 18 cases of acute 
V.O.D., in 10 out of 13 cases of asymptomatic hepa- 
tomegaly, in 3 out of 13 cases of hepatic cirrhosis, and in 
2 out of 3 cases of V.O.D. and kwashiorkor treated with 
high-protein diet alone. Improvement appeared to be 
considerably hastened, and in many cases initiated, by 
the inclusion of ventriculin in the diet. On the other 
hand the addition of aureomycin and vitamin-B complex 
to the high-protein diet resulted in no greater improve- 
ment and had an adverse effect. in several cases, while 
the addition of vitamin B;2 and the administration of 
protein hydrolysates, plasma, and blood were without 
effect. W. H. Horner Andrews 


569. Resistance of Plasmodium malariae to Pyrimetha- 


mine (Daraprim) 
M. D. Younc. American Journal of Tropical Medicine 


and Hygiene [Amer. J. trop. Med. Hyg.| 6, 621-624, 


July, 1957. 2 figs., 2 refs. 


The author reports from the U.S. National Institute 
of Allergy and Infectious Diseases, Columbia, South 
Carolina, that resistance of Plasmodium malariae to 
“* daraprim ” (pyrimethamine) was observed in a blood- 
passaged strain of the parasite which had not previously 
been exposed to the drug. The patients, 4 negro and 2 
white subjects, were receiving therapeutic malaria for 
neurosyphilis. In 14 previously treated patients doses 
of 25 to 100 mg. of pyrimethamine had eliminated the 
erythrocytic parasites of this strain, although slowly. 
The most resistant case in this series showed no response 
to 100 mg. weekly for 14 weeks. However, 4 of the 
patients given single doses of 1-5 g. of chloroquine 
responded to this drug and the infection was cleared. 

I. M. Rollo 


570. Further Studies on Malaria Suppression by 
Monthly Drug Administration 

M. J. MILLER. American Journal of Tropical Medicine 
and Hygiene [Amer. J. trop. Med. Hyg.] 6, 625-637, July, 
1957. 3 figs., 14 refs. 


Although, in the control of malaria house spraying 
with residual insecticides has been successful in many 
parts of the world, it has been less so in the intensely 
malarious areas of tropical Africa. In such areas the 
administration of antimalarial drugs in suppressive doses 
has been found more efficacious and this report from the 
American Foundation for Tropical Medicine, Harbel, 
Liberia, describes the use of pyrimethamine or a pyri- 
methamine-chloroquine combination given once a 


month to the indigenous inhabitants of the coastal area) 


of Marshall Territory, Liberia. In this region the pre- 
dominant species of malaria parasite is Plasmodium 
falciparum, but P. malariae was also found to be com- 
mon, particularly in the younger age groups. Pyri- 
methamine was given in the usual suppressive dose of 
25 mg. and chloroquine in a dose of 150 mg. (base) to 


furaze 


bets 
Fou 
desc 
‘The 
of tl 
ell 
of tl 
TI 
of p 
irol 
“ag para 
clini 
ttle 
frou 
| 
; com 
rates 
cnt 
: ous 
rathe 
pyris 
r-sis' 
reust 
Afric 
S71. 
Tryp 
Nitra 
F. 
Amer 
[Ame 
I ref. 
Medi 
single 
5-niti 
subac 
strain 
huma 
serial 
infect 
q infect 
7 sin 
4 used 
in wh 
anime 
treate 
The 
after 
cured. 
a give 
panos 
remai 
+ 
| |_| 


individuals over 3 years of age, while children aged 
between 3 months and 3 years received half these doses. 
Four separate trials on different population groups are 
described, pyrimethamine being given alone in three of 
these and pyrimethamine plus chloroquine in the fourth. 
‘he effects of chemotherapy were determined by study 
of the parasite rate, thick blood films being made from 
ell subjects at weekly or monthly intervals. The duration 
of the trials ranged from 12 to 24 months. 

The results showed that the monthly administration 
of pyrimethamine, even in the absence of mosquito con- 
irol measures, was effective in markedly lowering the 
arasite rate and in reducing the numbers of attacks of 
clinical malaria for a period of one to 2 years; there was 
‘ttle difference between the results observed in the 
¢roups treated with pyrimethamine alone and those in 
ine group treated with the pyrimethamine-chloroquine 
combination. At the end of the treatment periods the 
ates of parasite reappearance seemed to depend largely 
cn the degree of anophelism in the particular area. The 
¢ <periments provide evidence that a process of reinfection 
rather than a process of recrudescence of latent infections 
was the cause of the rapid recurrence of parasitaemia. 
/ \though the results did not rule out the possibility of 
ryrimethamine-resistant strains existing or being devel- 
o»ed, no such strains were in fact isolated. If such 
r-sistance to pyrimethamine does exist in West Africa it 
roust be a much rarer phenomenon there than in East 
Africa, according to the published reports from that 
area. I. M. Rollo 


571. Chemotherapy of 7Jrypanosoma gambiense and 
lrypanosoma rhodesiense Infections in Guinea Pigs with 
Nitrofurazone 

F. Evens, K. NIEMEGEERS, and A. PACKCHANIAN. 
American Journal of Tropical Medicine and Hygiene 


[Amer. J. trop. Med. Hyg.| 6, 658-664, July, 1957. 
1 ref. 


This paper from the University of Texas School of 
Medicine, Galveston, describes the results obtained with 
single intramuscular doses of ** furacin ” (nitrofurazone; 
5-nitro-2-furaldehyde semicarbazone) on chronic and 
subacute trypanosome infections in guinea-pigs. Eleven 
strains of Trypanosoma gambiense recently isolated from 
human patients in the Belgian Congo and maintained by 
serial syringe-passage, were used to produce the chronic 
infections in 32 guinea-pigs, the average survival time of 
infected, untreated animals being about 150 days, while 
7 similarly maintained strains of 7. rhodesiense were 
used to produce a subacute infection in 30 guinea-pigs 
in which the mean survival time was about 50 days. The 
animals, most of which weighed from 200 to 300 g., were 
treated with a single intramuscular injection of nitro- 
furazone suspension, the dose varying from 50 to 150 mg. 
per kg. 

The results showed considerable variation. Thus 
after treatment half the 7. gambiense infections were 
cured, while half were only suppressed, the effectiveness of 
a given dose varying with the strain of infecting try- 
panosome. The criterion of cure was that the blood 
remained free from trypanosomes for about one year. 
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A better therapeutic response was obtained when the 
drug was given about one month after the infection than 
when treatment was delayed for 3 to 5 months. In the 
subacute infections due to 7. rhodesiense single doses of 
the drug seemed to be less effective, only 10% of the 
animals being cured, while suppression was obtained in 
80% and no effect was observed in the remaining 10°%. 
I. M. Rollo 


572. Nitrofurazone Therapy of Trypanosoma gam- 
biense Sleeping Sickness in Man 

F. Evens, K. NIEMEGEERS, and A. PACKCHANIAN. 
American Journal of Tropical Medicine and Hygiene 


[Amer. J. trop. Med. Hyg.] 6, 665-678, July, 1957. 
9 refs. 


The authors report, from the University of Texas and 
the Princess Astrid Institute for Tropical Medicine, 
Leopoldville, Belgian-Congo, the results obtained in 32 
African patients suffering from sleeping sickness due to 
Trypanosoma gambiense who were treated with nitro- 
furazone, given either alone or along with other try- 
panocidal agents. The series included samples of all 
stages of the disease, from early untreated cases to those 
with severe nervous involvement relapsing after pro- 
longed therapy with other trypanocides, and these are 
discussed in five separate groups. Nitrofurazone was 
given orally in doses ranging from 2-1 to 12:5 mg. per 
kg. body weight 3 times daily for 7 to 36 days; it was 
rapidly absorbed and the side-effects, when present, were 
not serious. Estimations of the drug level in the blood 
showed a peak about 8 hours after oral administration, 
but this had diminished considerably after 24 hours; 
assayable concentrations were also found in the cerebro- 
spinal fluid (C.S.F.), showing that the drug can pass the 
blood-brain barrier. . 

The drug given alone produced a cure in 2 out of 3 
previously untreated adults without nervous system in- 
volvement. (Criteria of cure for these and the following 
patients were total disappearance of trypanosomes from 
the blood and C.S.F., reduction of high C.S.F. cell 
counts to within normal range, a negative complement- 
fixation reaction, and definite clinical improvement; the 
patients were followed up for several months to one year 
after the end of treatment.) Cures were also obtained 
in 2 out of 3 previously untreated children with serious 
involvement of the central nervous system who were 
given a combination of nitrofurazone and “ lomidine ” 
(4 mg. per kg. intramuscularly daily or every other day 
for 6 days); the case which failed to respond had prob- 
ably been given an inadequate dose of nitrofurazone. 
More favourable prognoses were achieved in 9 out of 20 
hopeless relapsing cases, refractory to all previous treat- 
ment, by administration of a ‘‘ cocktail” consisting of 
nitrofurazone, Bayer 205’, lomidine ”’, and “ arso- 
bal’’. [For details of this treatment the original paper 
should be consulted.] The combination was no more 
toxic than any of the drugs taken separately. It is 
pointed out that nitrofurazone has two important advan- 
tages, namely, that large groups of patients can be treated 
in a short time since therapy is exclusively by mouth, 
and that the drug is stable during long storage in hot 
climates. I. M. Rollo 
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573. Direct Bronchial Testing and Hyposensitization in 
Asthmatics Using Aerosolized Dust Extract 

R. ApspeLt-MaGuip. International Archives of Allergy 
and Applied Immunology [Int. Arch. Allergy] 10, 225-233, 
1957. 2 figs., 15 refs. 


In a therapeutic trial reported from the University of 
Alexandria 25 patients aged 10 to 45 with perennial 
asthma were treated with repeated inhalations of a 
nebulized extract of dust from their bedrooms. They 
were all sensitive to the extract initially, in that introduc- 
tion of the extract into a spirometer circuit caused a fall 
of at least 400 ml. in vital capacity within 10 minutes. 
Each was then exposed to the extract for increasing 
periods at intervals of 5 or 6 days. Tolerance of these 
longer exposures is regarded as indicating hyposensi- 
tization. In cases of overdosage, especially after epi- 
sodes of acute bronchitis, hypersensitization occurred. 
The author claims that 15 patients “* showed excellent 
improvement ”’ and 5 “‘ obtained good relief”; 2 did 
not improve and 3 failed to complete the course. 

G. C. R. Morris 


574. Nasal Reactions to Pollen and Odor of Roses. 
Clinical Features, Mechanisms, and Prevention by Pre- 
medication 

M. M. HARTMAN. Annals of Allergy [Ann. Allergy] 15, 
391-399, July—Aug., 1957. 8 refs. 


At Stanford University School of Medicine, San 
Francisco, the author has studied 28 patients who gave 
a history of sneezing, nasal blockage, and nasal dis- 
charge either during the rose season (which to a great 
extent coincides with the grass-pollen season) or on 
exposure to roses at other times. , 

In 6 of these patients the results of skin tests with 
grass pollen and rose pollen were negative, nor did nasal 
insufflation of grass pollen and rose pollen produce any 
reaction; on inhalation of rose perfume, however, some 
swelling and reddening of the nasal mucosa and occa- 
sional sneezing occurred in 4 of the 6. Similar reactions 
were noted in 4 out of 5 patients who had reacted strongly 
to the insufflation of grass pollen but not to that of rose 
pollen. In a third group of 5 patients who were un- 
aware that their skin tests to grass pollen and rose pollen 
had given positive results the inhalation of rose perfume 
did not cause any reaction. Conversely, in a fourth 
group consisting of 4 patients giving a positive skin 
reaction and who were aware of their sensitivity 3 of 
them showed objective mucosal changes after inhaling 
rose perfume. 

The changes in the nasal mucosa following inhalation 
of rose perfume were the same whether the natural or a 
synthetic perfume was inhaled, they did not occur in 
response to inhalation of the single chemical constituents 
of the synthetic perfume, and were not as pronounced as 
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the changes on inhalation of pollen in sensitive patients, 
that is, there was no oedema, the nasal secretion was 
never profuse or abnormal in eosinophil content, and 
the hyperaemia was moderate.- In tests of prophylactic 
drugs it was shown that in contrast to the changes 
caused by pollen insufflation, the changes produced by 
rose perfume could not be prevented by tripelennamine. 
They were, however, suppressed, as were the pollen- 
provoked changes, by adrenaline. The author suggests 
that the changes result from a conditioned reflex of the 
Pavlov type, pointing out that nasal congestion caused 
repeatedly during simultaneous exposure to grass pollen 
and to the smell of roses is probably sufficient, by 
repeated association, to produce a similar reaction to 
rose perfume only. 

[This study provides an excellent demonstration of the 
part conditioned reflexes may play in allergy.) 

H. Herxheimer 


575. Action of Prednisone on Experimental Asthma of 
the Guinea Pig. [In English] 

E. Menpes. Acta allergologica [Acta allerg. (Kbh.)] 11, 
181-187, 1957. 22 refs. 


In experiments carried out at the Medical School, Sao 
Paulo, Brazil, to test the value of prednisone in asthma 
13 guinea-pigs were sensitized with two injections of egg 
albumen given at an interval of 5 days, prednisone being 
then administered to 7 of the animals from the 19th day 
after the second sensitizing injection in doses increasing 
from 5 to 10 mg. daily during the last 6 days before 
their exposure to an aerosol of a 1 in 100 solution of 
egg albumen. The experimental asthma was very 
largely inhibited in the prednisone-treated guinea-pigs, 
but the 6 control animals not so treated all had asthma 
with convulsions within one or 2 minutes of receiving 
the aerosol. 

In a second experiment guinea-pigs pre-treated with 
prednisone as before and then exposed to an aerosol of 
histamine suffered from bronchospasm with dyspnoea 
and convulsions within 60 to 70 seconds, while an un- 
treated control group showed these signs after 50 to 120 
seconds. 

The author suggests that the adrenocortical hormones 
may inhibit the biogenesis of histamine, but probably do 
not influence the effects of histamine which has already 
been released. A. W. Frankland 


576. Principles of Management of Allergic Disorders with 
Prednisone and Prednisolone with Emphasis on Clinical 
and Laboratory Control of Complications 

S. C. Bukantz and L. AusucHon. Journal of the 
American Medical Association [J. Amer. med. Ass.] 165, 
1256-1264, Nov. 9, 1957. 17 refs. 
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577. The Vitamin-sparing Action of Sorbitol 
T. B. MorGan and J. YUDKIN. Nature [Nature (Lond.)] 
180, 543-545, Sept. 14, 1957. 4 figs., 2 refs. 


In earlier work the senior author had shown (Biochem. 
J., 1942, 36, 530) that rats can survive without thiamine 
for many months if the diet is entirely devoid of carbo- 
hydrate, but that if even 5% of glucose is added poly- 
neuritis, followed by early death, sodn occurs. It is 


_ now reported that when 20°% sorbitol was added to a 


carbohydrate- and thiamine-free diet rats flourished and 
were still growing after 30 weeks, while 10°% of sorbitol 
added to a thiamine-free diet containing 40°, glucose 
ilso produced good growth. Addition of 30°% sorbitol 
o an ordinary diet caused diarrhoea and enlargement 
of the caecum, the contents of which were very fluid. 
The tissues of rats surviving on a thiamine-free diet with 
sorbitol contained more thiamine than those of control 
animals moribund on a thiamine-free diet with glucose. 
-urther experiments showed that rats given a diet free 
of all factors of the vitamin-B complex but containing 
orbitol grew satisfactorily and remained healthy. Thus 
sorbitol appears to make thiamine available to the 
‘issues, though not from the diet. The authors now 
tend to investigate the influence of sorbitol on the 
testinal flora, since it seems likely that it is by this 
means that synthesis of most, if not all, of the factors of 
‘he vitamin-B complex is made possible. 
H. E. Magee 


-78. The Significance of Certain Amino-acids in the 
Nutrition of the Growing Organism. (SHaveHue HeKOTO- 
@MHHOKHCIIOT B NMTAHHH pacTylero OpraHusMa) 
P. V. Simakov, Z. A. KASPERSKAJA, and V. V. KoceGIna. 
/TeOuampua [Pediatrija] 63-65, No. 7, July, 1957. 


Previous experiments on puppies had shown that a diet 
poor in tryptophan, though otherwise adequate, resulted 
in loss of weight, a lowering of the serum albumin: glo- 
bulin ratio due mostly to a fall in the serum albumin 
content but accompanied by a severe fall in the y-globulin 
fraction, and an increase in the serum non-protein 
nitrogen level. In the present series of experiments 
rats were given a diet deficient in tryptophan, methionine, . 
and lysine, estimations of the blood globin level and the 
urinary amylase, uric acid, and chloride excretion being 
carried out after 3 months of this diet. Then L-cystine 
was added to the diet for 12 days and the estimations 
repeated; next tryptophan was added for 14 days and 
the estimations again carried out; while finally lysine 


was added for 8 days and the same values determined 
once more. 

The blood globin content fell by 13°% [whether it rose 
again on restoration of the three amino-acids is not 
recorded] in the animals given the original triply deficient 
diet, and urinary amylase excretion rose to 5 times 
the initial figure. The addition of L-cystine trebled 
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this new level, but when tryptophan was added the 
excretion level fell somewhat, and a still greater fall 
occurred after the addition of lysine. Tryptophan 
caused a considerable rise in the excretion of uric acid, 
but lysine had the opposite effect, suggesting that trypto- 
phan stimulates the breakdown of purines in the tissues, 
whereas lysine retards it. The addition of L-cystine 
increased the excretion of chlorides 7-fold, but with the 
addition of tryptophan or of lysine chloride excretion 
fell to normal. 

It is concluded, therefore, that these three essential 
amino-acids exert a considerable influence on many 
metabolic processes, affecting not only growth, but also 
the excretion of waste products and the regulation of 
such functions as pancreatic secretion and electrolyte 
balance. L. Firman-Edwards 


579. Experiences in Human Beings with an Improved 
Fat Emulsion for Intravenous Administration 

J. F. Muecver. Journal of Laboratory and Clinical 
Medicine [J. Lab. clin. Med.| 50, 257-266, Aug., 1957. 
2 figs., 11 refs. 


In this paper from the U.S. Army Medical Nutrition 
Laboratory, Denver, Colorado, the author compares the 
effects of a new fat emulsion for intravenous use with 
those obtained with an earlier emulsion. Both prepara- 
tions contained 15°%% cotton seed oil, 4°% glucose, and 
1-2% soya-bean phosphatide, the only difference between 
them being that the phosphatide in the new preparation 
was more highly purified. The comparison was made 
between 110 patients with a variety of disorders who 
received 293 infusions of the “old” emulsion during 
1954 and 1955 and 151 patients given 362 infusions of 
the new preparation in 1956; the series also included a 
few healthy volunteer subjects [number not stated]. 

Both infusions caused a significant rise in temperature 
in 29% of the patients, but all other reactions were much 
less frequent with the new emulsion. Thus 16% com- 
plained of chill with the old emulsion and only 1-:3% 
with the new; 13°% complained of nausea and vomiting 
with the old and 26% with the new; an appreciable 
rise of blood pressure occurred in 13% of the subjects 
given the old emulsion, and the same proportion showed 
dyspnoea and cyanosis, whereas neither of these reactions 
occurred in any of the subjects given the new emulsion. 
Altogether the old emulsion caused reactions (other 
than fever) in 22°% of subjects and the new in only 4%. 
It is concluded that the rise in temperature is likely to be 
a specific effect of the fat, other reactions being chiefly 
caused by impurities in the soya-bean phosphatide. The 
new preparation caused fewer and less undesirable side- 
effects and seems to be purer than any other similar 
preparation so far investigated. 

{No information is given about the édienanita from 
which the patients were suffering or whether the intra- 
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venous infusions were entirely experimental or part of 
therapy. Since 2 patients given the old emulsion reacted 
with severe shock, the reader is left with the uncomfort- 
able feeling that most of the conclusions drawn from this 
study might more reasonably have been reached from 
animal experiment.] John Yudkin 


580. Studies on Protein Metabolism in Undernourished 
Infants and Children 

N.S. Matsaniotis. Journal of Pediatrics (J. Pediat.) 51, 
267-284, Sept., 1957. 4 figs., bibliography. 


At St. Sophia’s Children’s Hospital, Athens, the author 
studied the proteolytic activity of the gastro-intestinal 
tract, the rate of absorption of amino-acids, and the rate 
of‘clearance of amino-acids from the blood in under- 
nourished infants and children. Calcium caseinate in 
a dosage of 1-72 g. per kg. body weight was given by 
gavage, and hydrolysed casein, 2 g. per kg. body weight, 
was given by the same route and intravenously to 12 
children suffering from general undernutrition and to 
15 controls. The plasma levels of amino nitrogen were 
estimated by a chromatographic method. There was no 
disturbance of intestinal proteolytic activity in children 
suffering from total dietary inadequacy, unlike the find- 
ings in the presence of a specific protein deficiency, as in 
kwashiorkor. Since plasma levels depend on the rate 


of digestion, absorption, and plasma clearance, it is 
emphasized that intravenous administration of the 
hydrolysates is necessary to obtain a true picture. In 
the patients studied intestinal proteolytic activity was 
normal, the clinical value of the oral hydrolysed prepara- 


tion being doubtful. The rate of amino-nitrogen absorp- 
tion was the same in both healthy and undernourished 
children. 

The author emphasizes that the specific type of mal- 
nutrition should always be defined, since the present 
terminology is imprecise and the metabolic disorder in 
each type may differ. Kenneth Gurling 


581. Human Liver Metabolism 

D. B. GrirFirHs and K. R. Rees. British Medical 
Journal (Brit. med. J.| 2, 971-974, Oct. 26, 1957. 1 fig., 
6 refs. 


In studies carried out at University College Hospital, 
London, the synthesizing and oxidative functions of the 
liver have been studied on 1-g. samples of liver tissue 
removed at operations on the upper abdomen in order 
to establish a measure of the normal physiology in the 
liver. Both in total homogenates and in mitochondrial 
suspensions the tissue respiration was measured in the 
Warburg apparatus by determination of the nitrogen 
content and the rate of oxidation of several components 
of the tricarboxylic acid cycle. 

‘The rate of oxidation was found to be at a lower level 
than that recorded for the rat liver, while only 15° of the 
tissue nitrogen was located in the mitochondria, com- 
pared with 25 to 30% in the rat. By observing the rate 
of incorporation of radioactive phosphorus (32P) into 
both the liver phosphatide and ribonucleic acid fractions 
of the homogenates it was shown that the synthesizing 
activity of the human liver was of the same order as that 


of the rat, while the reactions themselves occurred in both 
homogenate and mitochondria. 

Similar studies on 5 samples of tissue taken from 
patients with hepatic disease suggested that infiltration 
of the organ by fat, malignancy, or bile, as well as 
degenerative changes, reduces the efficiency of both the 
respiratory and synthesizing functions of the liver. 

Allene Scott 


582. Effect of Phenylethylacetic Acid and its Amide 
(Hyposterol) on the Circulating Lipids and Lipoproteins in 
Man 

M. F. Oxtver and G. S. Boyp. Lancet [Lancet] 2, 
829-830, Oct. 26, 1957. 15 refs. 


In many patients with coronary sclerosis the plasma 
levels of circulating lipids and lipoproteins are increased. 
In view of reports in the literature that these levels can 
be reduced by administration of phenylethylacetic acid 
and its amide, the authors, at the Royal Infirmary, 
Edinburgh, gave these drugs in varying dosages to 24 
hypercholesterolaemic patients who had had mild car- 
diac infarction. In 19 of the patients there was no 
significant alteration in the plasma levels of lipids and 
lipoproteins, but the plasma cholesterol level was reduced 
in 5 patients, 4 of whom experienced anorexia, nausea, 
and vomiting. The authors conclude that phenylethyl- 
acetic acid lowers the plasma cholesterol level in only a 
small proportion of patients and that because of un- 
pleasant side-effects it is of little therapeutic value. 

A. Gordon Beckett 
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583. Reversible Cardiopulmonary Syndrome with Ex- 
treme Obesity 

E. H. Estes, H. O. Stexer, H. D. McIntosu, and G. A. 
Keser. Circulation [Circulation] 16, 179-187, Aug., 
1957. 3 figs., 11 refs. 


From Duke University and the Veterans Administra- 
tion Hospital, Durham, North Carolina, the authors 
describe a cardiopulmonary syndrome, consisting in 
obesity, somnolence, cyanosis, periodic breathing, poly- 
cythaemia, congestive heart failure, and right axis 
deviation in the electrocardiogram, which has been 
observed in 6 patients during the past 3 years. The 
features of the syndrome and the probable mechanisms 
responsible for their production are discussed. In 5 of 
these cases correction of the abnormalities followed 
reduction of the patient’s weight. Full details of the 
history, results of special investigations, and the treat- 
ment are given in each case and the relevant literature 
reviewed. 

As the authors point out, the degree of obesity neces- 
sary for development of the syndrome is not well defined, 
and 2 of their patients could be regarded as obese only 
when their weight was considered in relation to their 
height. Most of the patients had gained a large amount 
of weight in the 12 months immediately preceding the 
onset of symptoms. Clinically, all the patients were 
somnolent and during sleep exhibited a type of periodic 
breathing in which the phases of apnoea and hypernoea 
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lasted 10 to 20 seconds—a cycle shorter than that 
usually seen in Cheyne-Stokes breathing associated with 
heart failure. Cyanosis occurred in all the patients, but 
was quickly abolished by several deep breaths or by 
inhalation of pure oxygen. Polycythaemia was present 
in 4 patients. Right axis deviation in the electro- 
cardiogram was also recorded in 4 patients and 3 patients 
siowed clinical evidence of congestive heart failure. 
The special investigations revealed no underlying endo- 
c’ine disorder. 

As stated, dietary restrictions resulted in a rapid 
cecrease in weight and correction of the abnormalities in 
£ patients; of 5 who were also given digitalis and mer- 
c.irial diuretics, the symptoms have not recurred in 2. 
(ne patient recovered with weight reduction alone. 
+ Ithough the congestive heart failure responded quickly 
t) appropriate drugs, the somnolence, periodic respira- 
ton, and intermittent hypoxia disappeared only when 
v eight had been reduced. (In the one case treated with 
anphetamine these abnormalities disappeared more 
ciickly.) The authors conclude that these findings seem 
tc suggest that the somnolence and periodic breathing 
a.e related to the obesity, but the nature of that relation- 
sip remains obscure. As an explanation of the other 
fcatures of the syndrome the authors postulate that 
tie hypoventilation which occurs during the Cheyne— 
Sokes type of breathing causes hypercapnia and 
h’poxia, which in turn result in polycythaemia, pul- 
nonary hypertension, right-sided cardiac enlargement, 
and ultimately heart failure. L. G. Fallows 


5:4. Secondary Haemochromatosis in Alcoholism. 
Teoretical Problems and Clinical Diagnosis. (L’hémo- 
chromatose secondaire des alcooliques. Problémes 
théoriques et diagnostic clinique) 

CACHIN, F. PeRGOLA, R. LEVILLAIN, R. LeELuc, and 
B. DepessE. Semaine des hépitaux de Paris [Sem. Hop. 
Puris] 33, 3174-3184, Sept. 26, 1957. 2 figs., 37 refs. 


The authors discuss the occurrence of secondary. 


haemochromatosis in alcoholism on the basis of personal 
observations on 7 patients with chronic alcoholic habits 
and-of a review of the literature. The incidence of 
secondary haemochromatosis in such patients is not high, 
and the condition may almost be regarded as a deficiency 
disease. An essential point in diagnosis is that the 
haemosiderin deposits are not confined to the liver, but 
occur elsewhere. Gastric biopsy has proved of value in 
clinching the diagnosis, and estimation of the serum iron 
level is also of value. A comprehensive bibliography is 
provided, J. W. McNee 


585. Studies of B;2 Co% Absorption in Malabsorption 
Syndrome: Results Before and During Specific Therapy 
J. W. Frost, M. I. Gotpwein, and B. D. KAUFMAN. 
Annals of Internal Medicine [Ann. intern. Med.} 47, 293- 
299, Aug., 1957. 4 figs., 10 refs. 


The absorption of vitamin B;2 (cyanocobalamin) from 
the gastro-intestinal tract. was studied at the Hospital of 
the University of Pennsylvania, Philadelphia, by means 
of a modified Schilling test using 0-2 to 0-3 yg. of vita- 
min By2 labelled with radioactive cobalt (6°Co) (activity 


1957. 


1 pec. per pg.) and a simultaneous flushing dose of 1 mg. 
of vitamin B;2 given intramuscularly. The mean 24- 
hour urinary excretion of 6°Co by 30 normal subjects 
was 18-6% of the dose (S.D. 5-5), by 17 patients with 
pernicious anaemia 0-63°% (S.D. 0-57), and by 14 patients 
with pernicious anaemia who received intrinsic factor 
simultaneously 15°% (S.D. 3-4). 

The test was then carried out on 9 patients with the 
malabsorption syndrome, including 5 with sprue, 2 with 
agammaglobulinaemia associated with steatorrhoea, 2 
with the “‘ blind loop’ syndrome, 2 following subtotal 
gastric resection, one with cystic fibrosis of the pancreas, 
2 following extensive resection of the small bowel, and 
4 with symptomatic regional enteritis. The absorption 
of vitamin B;2 in these conditions was sometimes reduced 
and sometimes normal, the degree of absorption often 
being unrelated to the clinical state of the patient. In 
some cases, although the patient’s clinical condition im- 
proved with treatment, there was no improvement in 
the absorption of vitamin B;2. 

The authors conclude from these findings that the 
vitamin-B;2 absorption test is not diagnostic for the 
malabsorption syndrome. M. Lubran 


586. Sodium Liothyronine in Metabolic Insufficiency 
Syndrome and Associated Disorders. A Preliminary 
Report 

J. H. Morton. Journal of the American Medical 
Association [J. Amer. med. Ass.] 165, 124-129, Sept. 14, 
17 refs. 


The clinical effects of sodium liothyronine have been 
determined in 51 patients with metabolic insufficiency 
and in 29 patients with specific metabolic disorders. 
The criteria for diagnosing the syndrome of metabolic 
insufficiency are outlined as (1) low normal or subnormal 
basal metabolic rate, (2) multiple coexistent signs and 
symptoms of deficient metabolism, and (3) normal 
thyroid gland function, as indicated by protein-bound 
iodine or radioactive iodine (I'3!)-uptake tests. 

Responses to sodium liothyronine generally were 
superior to responses to desiccated thyroid, thyroglobulin, 
or thyroxine. Good to excellent responses with sodium 
liothyronine were elicited in 46 to 51 (or 90%) of the 
patients with metabolic insufficiency. Of this same 
group, 36 patients had previously been treated with 
desiccated thyroid, thyroglobulin, or thyroxine. Only 
3, or 6%, had shown good to excellent responses. In- 
cluded in the study also were 29 patients with the 
following diagnoses: female sterility, male infertility, 
gynecologic disorders, obesity, and intractable salt and 
water imbalance. Responses were good to excellent in 
25 of these 29 patients. Thus, the relationship of such 
disorders to insufficient metabolism is suggested. Side- 
reactions of nervousness, insomnia, and tachycardia 
were noted in 4 of the total of 80 patients. No signs of 
acquired intolerance were observed. From the results 
of this study, it is concluded that sodium liothyronine is 
a highly effective and safe therapeutic agent for treating 
patients with metabolic insufficiency and with’ other 
non-myxedematous metabolic disorders.—[Author’s 
summary.] 
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587. The Management of Anastomotic Ulcer 

J. A. BALINT, G. W. Cooper, E. C. V. Price, C. N. PuL- 
VERTAFT, and B. F. A. SWyYNNERTON. Lancet [Lancet] 2, 
551-555, Sept. 21, 1957. 1 fig., 14 refs. 


Results in 160 cases of anastomotic ulcer treated ai 
the Central Middlesex and St. James’ Hospitals, London, 
and the County Hospital, York, are analysed. Such 
ulceration appears to follow sooner after partial gastrec- 
tomy (usually within 4 years) than after gastro-enteros- 
tomy (average interval 12 years). It is considered that 
medical treatment has little to offer in these cases. For 
anastomotic ulcer fqllowing gastro-enterostomy the best 
procedure was found to be gastrectomy with vagotomy. 
Abdominal vagotomy, perhaps with a limited gastric 
resection to remove the ulcer, is regarded as the treat- 
ment of choice for recurrent ulceration after partial 
gastrectomy. For anastomotic ulceration recurring after 
adequate vagotomy and gastrectomy total gastrectomy 
is recommended. Guy Blackburn 


588. The Chromatographic Separation of the Serum 
Bile Pigments in Jaundice 

A. G. Scottish Medical Journal [Scot. med. J.] 
2, 359-362, Sept., 1957. 1 fig., 16 refs. 


In this paper from the Royal Infirmary, Glasgow, the 
author reports the results of 59 chromatographic observa- 
tions carried out on serum from 22 jaundiced patients, 
in all of whom the total serum bile pigment level was 
above 2 mg. per 100 ml. The author’s hope was “ that 
correlation of the results of separation of the three bili- 
rubinoid pigments of icteric sera with the pathogenesis 
of the jaundice and the natural history of the disease 
might reveal any possible diagnostic application of the 
method”. The results of chromatographic separation 
of the pigments support the concept that the occurrence 
of direct and indirect van den Bergh reactions is explained 
by the existence of two forms of bilirubin. The 
identification by Cole et al. (Biochem. J., 1954, 57, 514) 
of two separate direct-reacting pigments raises no funda- 
mental difficulty, Pigments I and II being apparently 
closely related, the former being probably metabolically 
intermediate between bilirubin and Pigment II, which 
is the principal pigment of bile. Rich’s concept of reten- 
tion and regurgitation jaundice in relation to the direct 
and indirect reactions is also in general accord with the 
results of chromatographic analysis. 

In view of the vigorous treatment necessary in the 
preparation of icteric sera for chromatography the 
possible occurrence of major changes in vitro must be 
considered. However, it is noted that in sera from 2 
cases of haemolytic jaundice no conversion of bilirubin 
into direct-reacting pigments occurred. Moreover, 
although the direct-acting pigments were shown to be 
unstable and storage of serum for more than a few hours 
before extraction led to a loss of these pigments, this loss 
could not be accounted for by interconversion, -since 


there was no increase in the bilirubin concentration. 
Biliverdin was lost on the serum proteins precipitated 
during the preliminary extraction of the serum, but this 
was not characteristic of jaundice of any one pathogenesis. 
It is concluded that “* the method would appear to be 
without diagnostic or prognostic value”. £E. Forrai 


589. Prednisone and Ascitic Cirrhosis. (Delta-cortisone 
et cirrhoses ascitiques) 

M. Cacuin, F. PerGota, F. Potet, R. LEVILLAIN, and 
R. Letuc. Semaine des hépitaux de Paris [Sem. Hop. 
Paris) 33, 3168-3174, Sept. 26, 1957. 4 figs., 31 refs. 


From the Hospice de Bicétre, Paris, the authors report 
the results of treatment with prednisone in 60 cases of 
alcoholic hepatic cirrhosis accompanied by ascites and 
oedema. The average dose was 30 mg. daily. In 27 
cases the ascites and oedema disappeared after a profuse 
diuresis, but the good clinical effect did not endure. No 
histological improvement was noted in the liver in 13 
cases in which puncture biopsy was performed before 
and after treatment, and the results of liver function tests 
were unchanged. The main complication, presumed to 
be due to the prednisone therapy, was haematemesis, 
which occurred in 6 cases. 

[This paper confirms the findings already reported 
from the U.S.A. and elsewhere.] J. W. McNee 


590. Enzymatic Hydrolysis of L-Leucylglycine in Serum 
in Hepatic Disease 

G. A. FretsHer, H. R. Butt, and K. A. HUIZENGA. 
Proceedings of the Staff Meetings of the Mayo Clinic 
[Proc. Mayo Clin.] 32, 410-424, Aug. 7, 1957. 3 figs., 
10 refs. 


It is now well known that acute injury to hepatic cells 
is associated with an increase in the activity of several 
serum enzymes, such as aldolase, isomerase, and the 
transaminases. This increased activity is presumed to 
be derived from the damaged hepatic tissue. During 
an investigation at the Mayo Clinic of serum peptidases 
the authors found in some cases of acute hepatitis a 
considerable increase in the activity of a serum enzyme 
which hydrolyses L-leucylglycine in the presence of the 
manganous ion; this enzyme is considered to be a leucine 
aminopeptidase. A simplified colorimetric method of 
determining the activity of this enzyme is described, and 
the results in 261 patients with various diseases of the 
liver, 41 patients with infectious mononucleosis, and 82 
normal subjects are presented. 

The greatest increase in the activity of this serum 
peptidase occurred in the group of 32 patients with acute 
hepatitis (26 with infective hepatitis and 6 with homolo- 
gous serum hepatitis), the. maximum enzymatic activity 
usually being noted during the first few days after the 
onset of clinical jaundice. Although the time of the 
peak and the mode of decline of peptidase activity were 
related to the clinical course of the disease, the activity 
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hore no relationship to the ultimate severity of the 
disease. There was also considerable increase in serum 
peptidase activity in the 41 cases of infectious mono- 
nucleosis; this disease, however, caused only slight 
increase in the activity of another serum enzyme, aldo- 
Jase, compared with the marked increase in the activity 
of serum aldolase which was found in viral hepatitis. 
Significant increases in the activity of serum peptidase 
were also found in the following diseases of the liver (in 
diminishing degree in the order listed): chlorpromazine 
j.undice, post-necrotic cirrhosis, neoplasm of the liver, 
fitty liver, obstructive jaundice, and portal cirrhosis. 
|. was further shown experimentally that acute hepatic 
iqury produced in dogs by carbon tetrachloride was 
essociated with greatly increased activity of serum 
 eptidase. Joseph Parness 


“91. The Effects of Diamox on Ammonia Metabolism 
i. Liver Disease 

sx. M. Dawson, J. DE Groote, W. A. ROSENTHAL, and 
©. SHERLOCK. Clinical Science (Clin. Sci.] 16, 413-420, 
1957. 3 figs., 16 refs. 


At the Postgraduate Medical School of London the 
e'Tect was studied of a single dose of ‘** diamox ” (aceta- 
zolamide) on ammonia metabolism in patients with 
c:rrhosis of the liver, viral hepatitis, and extrahepatic 
obstruction of the portal vein. Peripheral arterio- 
venous ammonium differences were always reduced 
a ter administration of acetazolamide, and this was con- 
sidered not to be-due to an increase in blood flow since 
a:terio-venous oxygen differences were not correspond- 

ingly reduced. There was some rise in arterial am- 
monium levels in patients with mild pre-coma, but not 
in patients without pre-coma. No neuropsychiatric 
cnanges were seen after a single dose of the drug. In 4 
patients with cirrhosis of the liver ammonium tolerance 
was reduced following intravenous administration of 
acetazolamide: the drug had no effect on the hepatic 
and renal venous ammonium levels. The authors sug- 
gest that acetazolamide decreases the peripheral utiliza- 
tion of ammonia, but does not increase its rate of 
production. P. C. Reynell 


592. Evaluation of Hepatic Dysfunction. [Review 
Article] 

H. W. SmirH and J. J. NORDLAND. American Journal 
of Digestive Diseases [Amer. J. dig. Dis.] 2, 559-576, 
Oct., 1957. 5 figs., bibliography. 


593. Regional Enteritis: a Study of 38 Patients Treated 
Medically 

E. R. EnNsrup and W. G. Sauer. Proceedings of the 
Staff Meetings of the Mayo Clinic {Proc. Mayo Clin.] 
32, 395-402, Aug. 7, 1957. 1 fig., 12 refs. 


The authors report their observations on 38 patients 
with regional enteritis who were first seen at the Mayo 
Clinic during the period 1941-52 in whom the disease 
was then confined to the small intestine (patients with 
colonic involvement being excluded), and who were 
treated by conservative, non-surgical methods. Of 
these, one foot (30 cin.) or less of the small intestine was 
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involved in 11 cases, 1 to 3 feet (30 to 90 cm.) in 8, and 
3 feet (90 cm.) or more in 19; in this last group radio- 
graphy also revealed the presence of “ skip lesions ” or 
internal fistula. The duration of symptoms ranged from 
3 months to 20 years (average 3-5 years). On the basis 
of the clinical features, the disease was judged to be mild 
in 9 cases, moderate in 12 cases, and severe in 17 cases. 
The therapeutic measures included adequate rest, a high- 
protein, high-carbohydrate, high-vitamin, and low- 
residue diet, the administration of sulphonamides, 
antibiotics, antispasmodic drugs such as belladonna, 
and vitamin supplements, and blood transfusions. 

The follow-up period varied from 4 to 15 years. The 
result showed that of the 38 patients, 19 were in good 
general health, 10 in fair health, one was a chronic invalid, 
and 8 had died of the disease between 34 and 114 years 
after the first onset of symptoms. Eight of the patients 
had received from one to six courses of x-ray therapy 
to the abdomen and of these 2 had died of the disease, 
but the remaining 6 were reported to be in good general 
health. It is concluded that the conservative manage- 
ment of regional enteritis deserves a thorough trial unless 
complications such as obstruction or fistula are present. 

Joseph Parness 


594. Acute Segmental Ulcerative Colitis 
T. D. Ketitocx. Lancet [Lancet] 2, 660-663, Oct. 5, 
1957. 4 figs., 9 refs. 


During the past 12 years 26 cases of “ atypical” 
ulcerative colitis (“‘ regional”, regional segmental ”’, 
and “‘ right-sided ” colitis) have been seen at the Central 
Middlesex Hospital, London, as against 160 cases of 
typical ulcerative colitis. In 8 of these 26 cases there 
was a fairly uniform clinical picture, and these 8 cases 
are described in detail. The patients were admitted for 
possible intestinal obstruction with a short history of 
acute abdominal colicky pain and the passage of blood 
per rectum. At laparotomy there was acute inflamma- 
tion in a well demarcated segment of the colon with 
normal colon on either side, but there was no involve- 
ment of the ileum or rectum. Histological examination 
of the colon, which was possible in 2 cases only, revealed 
the non-specific picture of ulcerative colitis. The 
patients were between 50 and 70 years of age and only 
one was a male. In the majority the region of the 
splenic flexure was affected. Resection was carried out 
in 2 cases; one of the patients died (from uraemia) in the 
postoperative period, but the other was well 2 years 
later. The remaining patients were treated conserva- 
tively; all remained well for 2 to 7 years. 

The author considers that a conservative approach can 
be adopted in these cases without risk. He points out 
that the condition differs from typical ulcerative colitis 
and from regional ileitis in that it does not appear to 
recur. A. Gordon Beckett 


595. The Etiology of Chronic Non-specific Ulcerative 
Colitis. A Critical Review 

I. A. WARREN and J. E. Berk. Gastroenterology [Gastro- 
enterology] 33, 395-422, Sept., 1957. Bibliography. 
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596. Elective Cardiac Arrest with Potassium Citrate 
during Open-heart Operations. Report of Thirty-seven 
Cases 

W. J. Korrr, D. B. Errier, L. K. Groves, and P. P. 
Moraca. Journal of the American Medical Association 
[J. Amer. med. Ass.| 164, 1653-1660, Aug. 10, 1957. 
7 figs., 13 refs. 


The authors report their experience in the performance 
of open heart operations during elective cardiac arrest 
on 37 patients at the Cleveland Clinic, Ohio, of whom 
nearly half (18) were children with congenital inter- 
ventricular septal- defect. The heart was by-passed by 
means of a heart-lung machine, blood being removed 
from the venae cavae, oxygenated, and returned to the 
aorta. The Kolff disposable-membrane oxygenator or 
the Bjérk rotating-disk oxygenator was used. Cardiac 
arrest was produced by injecting a mixture of one part 
of 25°%% potassium citrate to 9 parts of blood into the 
root of the aorta proximal to a clamp (the technique of 
Melrose et al., Lancet, 1955, 2, 21); this solution was 
injected until the heart stopped, the amount varying 
from 6 to 80 ml. In 35 of the 37 cases the average 
duration of arrest was 17 minutes (range 7 to 40 minutes). 
After the operation the clamp was removed from the 
aorta with the result that blood from the heart-lung 
pump perfused the coronary circulation and washed 
out the potassium citrate. Normal heart beat was 


restored in an average time of 64 seconds (range 10 
seconds to 5 minutes) and effective heart action with 
adequate circulation in an average time of 14 (range 5 to 


35) minutes. There were 13 deaths. Ventricular 
fibrillation occurred in 7 patients, but normal rhythm 
always returned; in 4 cases normal rhythm was restored 
after a second arrest with potassium citrate. Transient 
heart block occurred in 9 cases and was permanent in 2. 
The remaining 24 patients recovered, including all 9 
with Fallot’s tetralogy. Of the 13 patients who died, 3 
had transposition of the great vessels and one a single 
ventricle, 6 were considered to be surgical failures, and 
3 died from pulmonary complications. 

The advantages of the technique are (1) a motionless 
heart, (2) an almost bloodless operative field with con- 
sequently less blood loss, (3) the ease with which defects 
can be closed in the flaccid heart. Possible disadvantages 
are (1) a greater risk of coronary air embolism because 
of the dry field, (2) interference with conduction may 
not be recognized in the still heart, (3) myocardial 
damage may result from hypoxia, (4) excessive dis- 
tortion may result from the suture of large defects in 
the flaccid heart, and (5), arising from (4), the tension 
caused when the heart beat is restored may result in 
tears elsewhere. Nevertheless the authors feel able to 
recommend the method, and record in an addendum 
that the technique has now been used on 85 patients; 
some minor improvements in the technique are described. 

F. J. Sambrook Gowar 


597. Systolic Murmurs in Healthy Children and in 
Children with Rheumatic Fever 
M. Lessor and W. BriGpEN. Lancet [Lancet]2, 673-674, 
Oct. 5, 1957. 2 figs., 10 refs. 


In a clinical and phonocardiographic study of 100 
healthy children aged 3 to 14 years and 200 children 
[age range not specified] with rheumatic fever phono- 
cardiograms were recorded with a multi-channel cathode- 
ray phonocardiograph from 50 of the healthy children 
and 150 of those with rheumatic fever. 

A systolic murmur was heard in 96 of the healthy 
children. In 71 it was short, soft, and loudest over the 
pulmonary area or left sternal edge. In 20 cases the 
murmur was heard over a wider area of the praecordium, 
but in only 5 was it loudest at the apex. In only 5 cases . 
was the murmur even moderately loud and 3 of these 
children had considerable chest deformity. Phono- 
cardiograms showed that these murmurs were not of a 
uniform frequency, that their onset was often delayed 
after the first sound, and that they always ended before 
the second sound began. 

In all 200 children with rheumatic fever a systolic 
murmur was heard, and in most cases it was loud. In 
33 of the 100 patients seen in the first attack the murmur 
was short and indistinguishable from the type heard in 
the normal children; in 31 the systolic murmur was also 
within the normal range, but was associated with a 
diastolic murmur, so that carditis was indicated; and 
the remainder had an apical murmur filling the whole of 
systole. Of the 100 children who had had more than 
one attack of rheumatic fever, 9 had a systolic murmur 
indistinguishable from that heard in the normal group 
and 27 had a similar murmur with an associated diastolic 
murmur. The remaining 64 children had pansystolic 
murmurs as well as diastolic murmurs. In 12 cases a 
pansystolic murmur heard during the acute phase dis- 
appeared on recovery, leaving only a soft basal or a short 
apical murmur. 

It is concluded that (1) the firm diagnosis of rheumatic 
valvitis must depend on the discovery of a pansystolic 
or a diastolic murmur; (2) a soft, mid-systolic murmur 
in rheumatic fever is probably innocent, but only long- 
term obsérvation can prove this; and (3) the length of 
an organic systolic murmur in rheumatic fever is its 
principal distinguishing feature on the phonocardiogram. 

C. Bruce Perry 


598. 1L-Noradrenaline in Myocardial Infarction 
T. R. Litter and C. S. McKenprick. Lancet [Lancet] 
2, 825-827, Oct. 26, 1957. 4 figs., 18 refs. 


At present noradrenaline is considered by many to be 
the drug of choice in the treatment of shock following 
myocardial infarction. The view is widespread that its 
value is enhanced by the absence of any central effect on 
the myocardium. ie and clinical studies 
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demonstrating the tendency of noradrenaline to produce 
cardiac arrhythmias are presented. It is suggested that, 
in view of the dangers of producing arrhythmias, electro- 
cardiographic supervision should be adopted if this 
drug is to be used in the treatment of cardiogenic shock. 
—[Authors’ summary.] 


599. Strophanthin Therapy in Atrial Flutter 

D. Scuerr, E. C. Rem, and D. G. CHAMSAI. American 
Journal of the Medical Sciences [Amer. J. med. Sci.] 234, 
180-184, Aug., 1957. 7 refs. 


The authors observed the effect of intravenous adminis- 
tration of strophanthin on 18 patients with single attacks 
of atrial flutter at the Metropolitan Hospital, New York. 


- The initial dose of the drug was 0-125 mg.; this was 


ncreased daily to a maximum of 0-5 mg. until there was 

a change of rhythm, administration being discontinued 
after 10 days if no change was noted. In 8 patients con- 
version to fibrillation and in 6 patients conversion to 
normal rhythm occurred, the average duration of 
creatment before conversion being 5 days. After con- 
version, therapy was maintained with digitalis. After 
withdrawal of digitalis, however, there was reversion 
‘o atrial flutter in 2 cases of fibrillation and 2 of sinus 
‘hythm. No response to strophanthin was obtained in 
5 patients, 4 of whom died later, but not from their heart 
disease. Vomiting occurred in one patient during stro- 
»hanthin injections and again during oral administration 
of digitalis, and in another patient there was increased 
atrioventricular block with persistence of flutter. 

The authors discuss the dangers of strophanthin 
‘herapy, such as ventricular extrasystole, tachycardia, 
and fibrillation, none of which occurred in the present 
series. They conclude that the results obtained with 
strophanthin in auricular flutter compare favourably 
with those obtained with digitalis. Gerald Sandler 


600. The Effect of Venesection upon Renal Function of 
Patients with Congestive Heart Failure 

J. D. S. HAMMOND. American Journal of the Medical 
Sciences [Amer. J. med. Sci.] 234, 185-190, Aug., 1957. 
i fig., 11 refs. 


The glomerular filtration rate, renal plasma flow, and 
urinary excretion of sodium and chloride were studied 
before, during, and after venesection in 10 patients with 
congestive cardiac failure at the Johns Hopkins Hospital, 
Baltimore. Low renal plasma flow was found in all 
patients, and reduced glomerular filtration rate in 8. 
No consistent changes in renal. plasma flow, glomerular 
filtration rate, or urinary secretion of sodium and 
chloride were observed either during or immediately 
after venesection, nor was there any consistent relation- 
ship between renal function and urinary electrolyte 
excretion in individual patients. Following administra- 
tion of mersalyl 24 hours after venesection all patients 
showed a large increase in urinary excretion of salt with 
an average weight loss of 2 kg.; this compared with an 
average loss of weight of 0-5 kg. after venesection, which 
could be accounted for by the weight of blood removed. 

In all patients a reduction in venous pressure and 
haematocrit followed venesection, with only transitory 
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changes in pulse rate and blood pressure. All the 
patients experienced relief of dyspnoea after venesection, 
which, the author suggests, may be due to diminished 
pulmonary congestion and reduction in pulmonary 
rigidity; it is not due, he concludes, to any renal circula- 
tory changes or to alteration in salt excretion. 

Gerald Sandler 


CONGENITAL HEART DISEASE 


601. Patent Ductus Arteriosus with Pulmonary Hyper- 
tension: Temporary Obstruction of the Ductus during 
Cardiac Catheterization to Evaluate Indication for 
Surgical Closure 

P. Kezp1, R. R. J. Hiker, and P. Scuimert. Diseases 
of the Chest [Dis. Chest] 32, 315-322, Sept., 1957. 
3 figs., 7 refs. 


The authors stress the risks involved in the surgical 
occlusion of a patent ductus arteriosus in the presence 
of a right-to-left shunt and describe a method developed 
at the Wesley Memorial Hospital (Northwestern Univer- 
sity Medical School), Chicago, whereby the effect of 
occlusion can be judged without thoracotomy. 

Cardiac catheterization is performed in the usual way 
and a 3-way catheter with inflatable balloon is passed 
through the ductus and the balloon inflated to a pre- 
determined size. The catheter is then gradually with- 
drawn until it is gripped: the ductus is thus occluded 
and the effects of the procedure can be estimated. The 
alteration in the shunt can be measured and a rise in the 
pulmonary arterial pressure can be detected. 

Two cases are described: in the first the pulmonary © 
arterial pressure rose after 4 minutes’ occlusion, indicating 
that the major shunt was from right to left and that the 
patent ductus served as an escape valve; in the second 
case there was bidirectional flow and it was possible to 
determine accurately the relative proportions of the two 
shunts. The authors consider that this method is more 
reliable than the application of the Fick principle in these 
cases. J. R. Belcher 


602. Ventricular Septal Defects in the Infant Age Group 
S. C. ZACHARIOUDAKIS, K. TERPLAN, and E. C. LAMBERT. 
Circulation [Circulation] 16, 374-383, Sept., 1957. 5 figs., 
21 refs. 


In the 20 years 1936-56 288 child patients with major 
congenital heart defects have come to necropsy at the 
Children’s Hospital, New York. Of these, 23 had ven- 
tricular septal defect as the only important abnormality 
and it is these that are discussed. The patients’ ages 
at death ranged from 3 days to 15 months, 21 being 
under the age of 6 months. Clinically, all suffered from 
failure to thrive, dyspnoea, recurrent respiratory infec- 
tions, transient cyanosis, and congestive heart failure, 
but there was no oedema. All but 2 had a loud central 
systolic murmur and thrill. Radiography showed cardiac 
enlargement in all, prominence of the main pulmonary 
artery, and congested lung fields. The electrocardio- 
graphic findings were those of right ventricular hyper- 
trophy, sometimes with left ventricular hypertrophy =. 
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Cardiac catheterization in 6 cases showed pulmonary 
hypertension in all, the right ventricular systolic pressure 
in 5 of them being at systemic level. 

Necropsy revealed right ventricular dilatation and 
hypertrophy in all 23 cases. In 17 the defect was in 
the ‘*‘ membranous ”’ part of the septum, the diameter of 


the defect varying from 3 to 19 mm.; in only 4 cases . 


was it less than 5 mm. in diameter, and in only 4 less 
than half of the diameter of the aortic valve. There 
was, however, no correlation between the size of the 
defect and the age at death. Evidence of medial hyper- 
trophy of the pulmonary arteries was unimpressive, and 
was entirely lacking in some. The early age of death 
confirms the view that in these cases the first 6 months 
of life are crucial, in that survival depends upon the 
development of an increased pulmonary vascular resist- 
ance, since this diminishes the size of the left-to-right 
shunt and thereby protects the left ventricle. 
J. A. Cosh 


BACTERIAL ENDOCARDITIS 


603. Chemotherapy in Endocarditis Lenta. Two-year 
Follow-up Study of One Hundred and Two Cases 

W. J. KAIPAINEN and K. SEPPALA. A.M.A. Archives of 
Internal Medicine [A.M.A. Arch. intern. Med.| 100, 
419-422, Sept., 1957. 1 fig., 10 refs. 


The authors, from the University of Helsinki, report 
the survival figures in a series of cases of subacute 
bacterial endocarditis treated with massive doses of 
penicillin, with or without other antibiotics. Of 29 
patients given penicillin in a total dosage of over 
20,000,000 units, 16 survived 6 months, 8 survived 2 
years, and 7 survived 4 years. Of 73 patients given 
50,000,000 units of penicillin with either streptomycin 
or broad-spectrum antibiotics, 52 lived 6 months, 50 
one year, and 32 survived 2 years. Only 24 of the total 
of 102 patients were alive after 4 years, death in the 
remainder being due to failure to control the infection, 
heart failure from residual valvular damage, and em- 
bolism, in that order of frequency. 

J. Robertson Sinton 


604. Oral Treatment of Subacute Bacterial Endocar- 
ditis with Phenoxymethy! Penicillin (Penicillin V) 

C. A. SANTos-BucH, M. G. KoeEnic, and D. E. RoGers. 
New England Journal of Medicine [New Engl. J. Med.] 
257, 249-257, Aug. 8, 1957. 10 figs., 15 refs. 


The results obtained with phenoxymethylpenicillin and 
streptomycin in the treatment of 6 cases of subacute 
bacterial endocarditis are reported from the New York 
Hospital—Cornell Medical Center: The infection was 
due to Streptococcus mitis (viridans) in 4 cases, Strep. 


lactis in one case, and Strep. pyogenes (Lancefield - 


Group G) in one. Phenoxymethylpenicillin was given 
by mouth in a dosage of 2,000,000 units 4-hourly and 
continued for 4 weeks. In addition, the patients 
received every 12 hours an intramuscular injection of 1 g. 
of streptomycin or 1 g. of dihydrostreptomycin, these 
drugs being given alternately. Clinical and bacterio- 
logical cure was achieved in all cases, there being no 
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relapse over periods varying from 2 to 9 months. In 
one case oral penicillin was an effective substitute for 
intramuscular injections, which had proved intolerably 
painful, but in 2 cases treatment with penicillin by mouth 
had to be interrupted because of nausea and vomiting 
and intramuscular injections temporarily substituted. 
In a further case the serum penicillin level was not 
satisfactory until probenecid was given concurrently. 

The authors found that usually satisfactory serum 
penicillin levels were achieved when the antibiotic was 
given with food. In 4 healthy subjects therapeutic 
levels were maintained for longer periods than when 
similar doses of benzylpenicillin were administered. 

‘ J. Robertson Sinton 


CHRONIC VALVULAR DISEASE 


605. Tricuspid Stenosis. Physiologic Criteria for Diag- 
nosis and Hemodynamic Abnormalities 
T. Kitup and D. S. Lukas. Circulation [Circulation] 
16, 3-13, July, 1957. 8 figs., 19 refs. 


In all of 10 patients with tricuspid stenosis, diagnosed 
clinically and confirmed in one instance at necropsy and 
in 3 at operation, the mean pressure gradient between 
right atrium and right ventricle during ventricular dia- 
stole was found at cardiac catheterization at the New 
York Hospital-Cornell Medical Center to be abnor- 
mally high, ranging from 2 to 12 mm. Hg at rest and from 
5 to 18 mm. Hg on exercise. Most of the patients had 
additional valvular lesions, and 5 with atrial fibtillation 
also had tricuspid insufficiency. The mean gradient 
always increased further during exercise and was higher 
in inspiration than in expiration; it was found to be a 
more reliable diagnostic sign of tricuspid stenosis than 
the momentary gradient at any one point of the cardiac 
cycle.. The degree of reduction in cardiac output below 
normal values was closely correlated with the severity of 
the tricuspid stenosis (calculated valve area). 

Gerald R. Graham 


606. Disability Two to Five Years after Mitral Com- 
missurotomy: an Evaluation by Clinical Criteria and 
Exercise Tolerance 


G. A. Locan, R. A. Bruce, G. B. Bercy, and K. A. 


MERENDINO. Annals of Internal Medicine (Ann. intern. 
Med.) 47, 248-262, Aug., 1957. 2 figs., 14 refs. 


The authors, at Washington University School of 
Medicine, Seattle, have studied disability and mortality 
in a series of 76 patients with predominant symptomatic 
mitral stenosis, 60 of whom had undergone commis- 
surotomy 2 to 5 years previous'y. Of 12 deaths in the 
group operated on, 9 occurred early (from causes now con- 
sidered by the authors to be largely preventable). There 
were 2 early deaths in the group treated conservatively. 
Clinical improvement was assessed on the basis of the 
patient’s opinion, functional capacity, exercise tolerance, 
and the physician’s opinion. Improvement in all these 
respects was noted in 28 out of 41 survivors of operation. 
Serial exercise tolerance tests in 30 patients operated on 
showed initial improvement in all, this improvement 
being maintained after one year in 22; decrease in 
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exercise tolerance in the remaining 8 was due to cerebral 
embolism, carditis, or mitral regurgitation. 

Adverse preoperative prognostic factors were greater 
age (over 44 years), the presence of a mitral regurgitant 
murmur, left atrial enlargement, calcification of the 
mitral valve, reduced exercise tolerance, and.a high 
pulmonary arterial pressure (above 39 mm. Hg). As 
the number of the factors present on initial examination 
increased from 0 to 5 the operative mortality increased 
from 0 to 67%. - The authors note that patients in whom 
not more than two factors were initially present survived. 
Similarly, the “‘ incidence of improvement ” in survivors 
decreased from 83°% to 42% as the number of adverse 
factors present rose from 0 to 3. Of patients under 45 
years of age [number not stated], 80°% improved after 
operation and 6% died; of those over 44 years, 36% 
improved and 21% died. No long-term improvement 


was observed in patients treated conservatively. The 


authors emphasize that selection of patients for opera- 
tion on the basis of these adverse factors alone would 
over-simplify a complex problem; other factors such as 


arrhythmia or some degree of right heart strain may be _ 


important in individual cases. R. S. Stevens 
607. Roentgenologic Follow-up on 150 Consecutive 
Mitral Commissurotomy Patients 


J. G. McAree and P. BIonpetTTI. American Journal of 
Roentgenology, Radium Therapy, and Nuclear Medicine 
[Amer. J. Roentgenol.] 78, 213-223, Aug., 1957. 5 figs., 
30 refs. : 


Out of a total of 150 patients subjected to mitral com- 
missurotomy at Johns Hopkins Hospital, Baltimore, in 
the 5-year period ending June, 1954, adequate post- 
operative radiographs were available for study in 115 
cases, and have been used by the authors to evaluate the 
evidence of improved function provided by heart size. 
This was determined by simple inspection combined with 
measurement of the cardio-thoracic ratio and estimation 
of the frontal plane area. 

Radiographs taken within the first 3 months after 
operation revealed a transient increase in heart size in 
nearly half the cases; this appeared to be due mainly to 
a pericardial collection of blood or fluid. In general, 
the radiological evidence of improvement when followed 
over a period varying from 3 months to 5 years fell far 
behind the clinical improvement which many patients 
showed. Thus 55% of the patients showed no change in 
the size of the heart after the first 3 months, 26°% showed 
some decrease in size, and 199% showed some persistent 
increase in size. Those who showed decrease in heart 
size all fell into the clinical category of “‘ much or 
moderately improved ”’, but over half of those classified 
as “‘ greatly improved ’”’ showed no change radiologic- 
ally in the heart size; only a minority, however, of 
clinically “‘ improved” patients showed an actual in- 
crease in the cardiac size. The clinical results were 
generally good in 19 patients in whom preoperatively 
the heart was of normal size, although only one of these 
showed a decrease and 5 showed some increase in size 
after operation. 

The size of the heart showed little correlation with the 


. degree of stenosis of the mitral valve as noted by the 


oO 


surgeon at operation. Although the clinical response 
to surgery did not show any correspondence with the - 
degree of pulmonary hypertension, patients with such 
hypertension included a higher proportion than average 
of cases showing a decrease in heart size. The presence 
in the radiographs of the “‘ B” lines of Kerley did not 
prove to have prognostic significance, but it was noted 
that if these were present, then their rapid disappearance 
after operation did generally presage a good subsequen 
result. 
[This paper contains many data that cannot readily be 
abstracted.] A. M. Rackow 


608. Pulmonary Ossification with Cardiac Calcification 
in Mitral Valve Disease 

H. A. FLEMING and C. L. N. Rosinson. British Heart 
Journal (Brit. Heart J.| 19, 532-538, Oct., 1957. 5 figs., 
30 refs. 


Eight new cases of pulmonary ossification in mitral 
stenosis are reported: 7 were men who had also massive 
calcification in the mitral valve or the left atrium. The 
possible influence of steroids is discussed. These 8 cases 
and many of those previously reported had severe pul- 
monary hypertension and well-marked interlobular septal 
lines in the lower zones. It is suggested that pulmonary 
ossification develops in a small group of patients, the 
natural history of whose disease includes both sub- 
clinical pulmonary oedema and elevation of the pulmon- 
ary vascular resistance.—[Authors’ summary.] 

609. Left Atrial Pressure Pulse in Mitral Valve Disease. 
A Correlation of Pressures Obtained by Transbronchial 
Puncture with the Valvular Lesion 

A. G. Morrow, E. BRAUNWALD, J. A. HALLER, and 
E. H. Swarr. Circulation [Circulation] 16, 399-405, 
Sept., 1957. 6 figs., 12 refs. . 


This report from the National Heart Institute (National 
Institutes of Health), Bethesda, Maryland, assesses the 
usefulness of analysis of left atrial pressure curves ob- 
tained by transbronchial puncture in 53 patients with 
mitral valvular disease. Operation showed that 32 had 
dominant stenosis, 7 stenosis with significant incom- 
petence, and 14 dominant incompetence. In pure 
mitral stenosis the left atrial pressure record shows a 
gradual descent from the peak of the v wave (the y 
descent), the pressure continuing to fall until the com- 
mencement of the a wave. In pure incompetence the 
gradient of the y descent is much steeper and the curve 
rises again (“‘ diastasis ’”) before the a wave begins. 

A trial of four established formulae designed to 
separate cases of mitral incompetence from those of 
mitral stenosis showed that the most useful was the ratio 
Ry : v of Owen and Wood (Brit. Heart J., 1955, 17, 41; 
Abstr. Wid Med., 1955, 18, 38), where Ry is the gradient 
of the y descent from its commencement (the peak of v) 
to its nadir. Slightly better results were obtained when 
** mean left atrial pressure’ was substituted for v in the 
formula. Even so, there was much variation in indi- 
vidual beats, especially in atrial fibrillation. The 
authors prefer to measure the fall in pressure during the 
first 1/10th second after the peak of the v wave, and to 
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divide this by the mean left atrial pressure. In sinus 
rhythm the simple quotient v/a seemed adequate, its 
value being about unity in stenosis and between 1-5 
and 4 in cases of significant incompetence. They con- 
clude by pointing out the simplicity and safety of direct 
measurement of left atrial pressure by this method, 
which can be performed in 10 minutes and is readily 
repeatable. In the course of carrying out 425 such 
measurements there have been no serious complications. 
J. A. Cosh 


HYPERTENSION 


610. Nervous and Endocrine Factors in the Patho- 
genesis of Hypertension. 
dakTopbl B NaToreHese SonesHH) 
A. A. BeLous. J7 u 20pMmo- 
Homepanuu [Probl. Endokr. Gormonoter.| 3, 18-24, No. 
3, May-June, 1957. 6 figs., 8 refs. 


It is now clearly established that the neurohypophysis 
is the source of the hormones vasopressin and anti- 
diuretin, although the mechanism by which the pituitary 
gland is stimulated to produce these hormones is as yet 
undetermined. Anichmov held that it is the result of a 
nervous reflex arising from excitation of receptors in the 
carotid bodies, and suggested that there were two types 
of such receptors, one sensitive to acetylcholine and 
ganglionic poisons, and one sensitive to anoxic poisons. 
In order to test this hypothesis the present author em- 
ployed potassium cyanide as a typical anoxic poison 
and acetylcholine, “ carboxoline”, and nicotine as 
typical substances acting upon the ganglia, measuring in 
dogs the secretion of antidiuretic hormone after the 
injection of potassium cyanide, the inhalation of the 
fumes of hydrocyanic acid, and the injection of acetyl- 
choline; some of these animals were intact, others had 
had the carotid bodies removed, and in a third group the 
stalk of the hypophysis had been severed. 

In the intact animals the intravenous injection of KCN 
resulted in an immediate fall in diuresis which lasted over 
an hour; this, however, did not occur in the operated 
animals, although the degree of diuresis diminished 
after about 30 minutes. It is considered that this points 
to a reflex excretion of antidiuretin excited by stimulation 
of the receptors in the carotid body. In the animals 
subjected to the fumes of HCN the effect upon diuresis 
was immediate. By synchronizing the sound of a 
metronome with the application of the inhaling mask a 
conditioned reflex was set up, whereby an antidiuretic 
response—albeit a transient one—followed the applica- 
tion of the mask without HCN fumes. It is argued that 
such a conditioned reflex could only be due to cortical 
response to the signal. 

Since the reflex stimulation of pituitary secretion by 
acetylcholine cannot be distinguished with certainty 
from its direct effect upon the pituitary gland another 
method had to be adopted, namely, perfusion of the iso- 
lated hypophysis. Blood drawn from the pituitary vein 
before and after electrical stimulation of the pituitary 
stalk was tested for the presence of oxytocic hormone by 


measuring its capacity to excite contraction of guinea- 


pig uterine muscle, and for the presence of acetylcholine 
by observing its action on the dorsal muscle of leeches; an 
increase in the level of both hormones was observed. 
Similar electrical stimulation of the anterior lobe of the 
pituitary did not lead to such an increase. The content 
of acetylcholine in the posterior lobe is very high; while 


. the acetylcholine released by stimulation of the cholinergic 


nerves of other organs is in the free state, that obtained 
from the hypophysis on stimulction of the stalk is com- 
bined with protein. It may justly be supposed that this 
is due to the fact that the secretory function of the neuro- 
hypophysis is concerned with the output of hormones 
of a protein nature, and that the acetylcholine produced 
at the terminations of the secretory nerves in the posterior 
lobe takes part in the biochemical cellular processes of 
the organ, enters into reaction with these protein hor- 
mones, and is secreted in a protein-linked form; but, 
as the author points out, this is purely hypothetical. 

It is beyond doubt that the general concept of the 
influence of the cerebral cortex on the function of the 
internal organs is also applicable to the secretion of 
the hypophysis and its reflex control by chemoreceptors 
in the carotid bodies. On this basis the general view of 
vascular hypertonia is that it is a neurogenic disease and 
the author attempts to prove that this cerebral action is 
mediated through the hypophysis. He has shown that 
the daily intravenous administration of 0-5 ml. of 
posterior pituitary lobe extract to dogs and rabbits for 
12 to 15 days leads to a state of fixed hypertonia which 
lasts for 2 or 3 months, and that this occurred more 
consistently in mature animals, that is, dogs over 5 and 
rabbits over 3 years old. 

Furthermore, the prolonged administration of pos- 
terior pituitary extract to such animals results in an 
increase in the serum cholesterol concentration and in 
the development of clinical and electrocardiographic 
signs of the cardiovascular changes found in hypertonic 
disease. From the urine of such animals renin can be 
extracted, and its pressor effect has been demonstrated 
on cats receiving this extract intravenously. 

Thus reflex overstimulation of the neuro-hypophysis 
can produce oversecretion of vasopressin (as well as 
other pituitary hormones) and this in turn can stimulate 
the production of renin, leading to the development of 
the complete picture of essential hypertension if continued 
over a long period. L. Firman-Edwards 


611. Blood-pressure Changes under Emotional Influences 
in Patients with Essential Hypertension, and Control 
Subjects 

J. M. VAN DER VALK. Journal of Psychosomatic Research 
[J. psychosom. Res.] 2, 134-146, 1957. 16 figs., 25 refs. 


At the Wilhelmina Gasthuis, Amsterdam, repeated 
blood-pressure recordings were made during and after 
medical consultations and psychological interviews in 
15 patients suffering from benign or malignant hyperten- 
sion, 11 patients with other diseases (3 with effort syn- 
drome), and 3 healthy subjects. Sharp rises in blood 
pressure induced by the laboratory situation and by 
release of emotion during psychological interview were 
observed in healthy and in hypertensive subjects. In- 
stances are cited in which there was a sustained rise in 
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blood pressure during sustained emotional conflict, with 
a corresponding fall in the blood pressure when the 
emotional situation was relieved. 

The pattern of psychological development in the life 
history of patients with essential hypertension is described 
in detail. The author states that three types of emotional 
conflict are frequently found in such patients—namely, 
dependence and hostility in relation to parental figures, 
hostility towards siblings, and fear, hostility, and guilt 
in sexual relations. He considers that these findings are 
best understood on the hypothesis that ‘‘ certain person- 
ality traits predispose certain individuals to sustained 
hypertension because they predispose them to certain 
emotional conflicts ”’. 

[The author does not present any details of the life 
history of the controls.] Bernard Isaacs 


612. Medical Therapy of Malignant Hypertension. 
[In English] 

J. W. Mort. Acta medica Scandinavica [Acta med. 
scand.] 158, 173-180, Sept. 6, 1957. 6 figs., 4 refs. 


At Aker Hospital, Oslo, 5 patients (4 men and one 
woman, aged 40 to 65 years) suffering from malignant 
hypertension weretreated with a combination of reserpine, 
apresoline, and a ganglion-blocking agent “ oxaditon”’, 
the drugs being given by mouth over a period of 8 to 12 
months. The malignant hypertension was reversed, and 
in all except one patient there was satisfactory control of 
blood pressure within normal limits. Constipation, 
drowsiness, and nasal obstruction from the reserpine 
were the only side-effects. In the author’s view oxaditon 
is to be preferred to other ganglion-blocking agents 
because it is more efficacious, with less tendency to cause 
postural hypotension. The site and mode of action 
and the chief side-effects of the hypotensive drugs in 
general use are summarized in a table, and details are 
given, with blood-pressure charts, of the 5 cases. 

P. Hugh-Jones 


613. Clinicopathologic Correlations of Renal Biopsies 
from Essential Hypertensive Patients 

M. Satz, S. C. Sommers, and R. H. SmMITHWICK. 
Circulation [Circulation] 16, 207-212, Aug., 1957. 1 fig., 
16 refs. 


Renal biopsies from 1,251 cases of essential hyper- 
tension, obtained at sympathectomy, have been analyzed 
pathologically. Severe arteriolar sclerosis was found in 
5%, arteriolar necrosis in 2%, and pyelonephritis in 
13-4% of cases. Moderate local variations in the arterio- 
lar alterations were found in single biopsies and in about 
40% of bilateral specimens. 

Clinicopathologic correlations in 305 patients showed a 
general correspondence between the degree of renal 
arteriolar sclerosis and the clinical evaluation, post- 
operative blood pressure response, and renal function 
judged by phenolsulfonphthalein excretion tests. Severe 
arteriolar sclerosis was associated with more advanced 
age and a higher mortality. Diffuse fibrinoid arteriolar 
necrosis was not correlated uniformly either with pap- 
illedema or other clinical criteria of malignant hyper- 
tension, and was not indicative of a uniformly grave 


prognosis. The kidney biopsy is considered as ancillary 
to the other methods used in the clinicopathologic evalua- 
tion of the hypertensive state—[Authors’ summary.] 


614. Renal Clearance of Free and Conjugated 17- 
Hydroxycorticosteroids in Normotensive and Hypertensive 
Subjects 

L. KornecL. Lancet [Lancet] 2, 775-776, Oct. 19, 1957. 
1 fig., 4 refs. 


The one-hour renal clearance of both endogenous 
free and conjugated 17-hydroxycorticosteroids (17-OH- 
CS) were determined in 12 normotensive subjects and 11 
patients with essential hypertension, the free and con- 
jugated steroids in the blood and urine being estimated 
separately. There was no significant difference between 
the two groups in the renal clearance of free 17-OH-CS, 
but there were marked differences between them in the 
clearance of conjugated 17-OH-CS. The mean rate of 
clearance of conjugated 17-OH-CS in the hypertensive - 
group was half that in the normotensive group and, 
judged by the results of the creatinine clearance and 
other tests, it was lowef in hypertensive patients with 
normal renal function than in those in whom there was 
renal damage. 

The problems raised by these findings are at present 
under investigation. G. Warwick Buckler 


615. Enhanced Effectiveness of Ganglion-blocking — 
in Hypertensive Patients during Administration of 
Saluretic Agent (Chlorothiazide) : 
F. A. Tapia, H. P. DusTANn, R. A. SCHNECKLOTH, A. C. 
CorcorRAN, and I. H. Pace. Lancet [Lancet] 2, 831- 
833, Oct. 26, 1957. 6 refs. 


In this preliminary communication from the Cleve- 
land Clinic, Ohio, the authors state that the availability 
of a new diuretic and saluretic agent, chlorothiazide 
(6 - chloro - 7-sulphamyl - 1:2:4 - benzothiadiazine - 1:1 - 
dioxide, “* diuril ’’), prompted them to study the relation- 
ship between the requirement for ganglion-blocking 
agents and sodium depletion, over both short periods in 
hospital and longer periods at home. Of 9 in-patients 
observed, all with severe hypertension under treatment 
with ganglion-blocking agents, 3 were receiving meca- 
mylamine, one pentolinium tartrate, and 5 chlorisonda- 
mine chloride, the dosage of which had been stabilized 
before the start of the experiment. Chlorothiazide was 
given for 3 days in a dosage of 2 g. daily to patients 
weighing over 100 Ib. (45 kg.) and of 1 g. daily to those 
weighing less, so as to give a 4-day diuretic period; a 
previous 4-day control period established the require- 
ment for ganglion-blocking drug “‘ as that dosage neces- 
sary to -maintain desired levels of standing arterial 
pressure’. For the first 2 days of the 4-day “* recovery 
period ’” sodium chloride was given orally in amounts 
ranging from the equivalent of one-half of the whole of 
the sodium output during the diuretic period. The daily 
average of 4 blood-pressure readings was recorded and 
at the end of each period measurements were made of the 
plasma volume. In the case of 7 patients treated at 
home chlorothiazide was taken for 3 consecutive days in 
each week for periods of 1 to 5 months, and the effect on 
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blood pressure, requirement of ganglion-blocking drug, 
symptoms, and clinical course of the disease was noted 
periodically. 

The short-term studies showed that chlorothiazide 
caused diuresis with excess excretion of sodium, chloride, 
and potassium, loss of body weight, and a decrease in 


the plasma volume with consequent haemoconcentration, _ 


these changes being associated with a sharp decrease 
in the requirement for the ganglion-blocking drug and a 
reduction in both the systolic and diastolic mean blood 
pressures. It was noted that the changes were con- 
sistently greater in the patients with restricted sodium 
intake than in those not so restricted. After the estab- 
lishment of sodium repletion all the altered values tended 
to return to control levels. The 7 patients treated at 
home showed a progressive diminution in their drug 
requirement and better control of the hypertension. 
Symptoms of parasympathetic block were abated or 
eliminated and most of the patients reported improve- 
ment in general well-being and in capacity for work. 
There was no evidence of side-effects from or lack of 
response to chlorothiazide therapy. The authors believe 
that the effects of chlorothiazide are primarily haemo- 
dynamic rather than due to any intrinsic anti-pressor 
activity of the drug, though the possibility of the latter 
was not excluded. I. M. Rollo 


616. Serotonin and Antiserotonins. I. Their Circula- 
tory, Respiratory, and Renal Effects in Man 

W. HoLiaANnper, A. L. MICHELSON, and R. W. WILKINs. 
Circulation [Circulation] 16, 246-255, Aug., 1957. 7 figs., 
10 refs. 


In an investigation of the effects of 5-hydroxytrypta- 
mine (5-HT; serotonin) in man it was shown that when 
this substance was given intravenously in doses ranging 
from 0-25 to 2 mg. (as 5-HT creatinine sulphate) to 20 
normotensive and 35 hypertensive subjects at the Massa- 
chusetts Memorial Hospitals (Boston University School 
of Medicine), there was no significant difference in 
response between the two groups. 5-HT had a variable 
transitory effect on the blood pressure and always pro- 
duced tachycardia. In small doses (less than 0-75 mg.) 
it tended to have a depressor effect, this being mani- 
fested by a reduction in the systolic and diastolic blood 
pressures of 10 to 30 mm. Hg; however, in larger doses 
(2 mg.) it frequently caused a pressure increase of 10 to 
50 mm. Hg, with or without an antecedent decrease in 
tension. This pressor effect was in some patients mildly 
attenuated by phentolamine and was more powerfully 
countered by the benzyl analogue of serotonin (B.A.S.), 
but was potentiated by antihistamines. The effects on 
the blood pressure were not modified by hexamethonium, 
atropine, or reserpine. 

Hyperventilation and tachypnoea caused by 5-HT were 
blocked in a majority of subjects by pre-treatment with 
B.A.S., but this compound had no effect on the transitory 
decrease in urine flow induced by 5-HT. Studies of the 
renal clearance of the substance were inconclusive. The 
administration of B.A.S. consistently blocked the sub- 
jective side-effects experienced by patients following the 
intravenous infusion of 5-HT. TheSe symptoms, which 


lasted for up to 3 minutes, consisted most commonly in 

anxiety, dizziness, paraesthesiae, substernal pressure, 

abdominal cramps, back pain, cough, and dyspnoea. 
M. Sandler 


617. Serotonin and Antiserotonins. II. Clinical Studies, 
Especially in Essential Hypertension with the Benzyl 
Analog of Serotonin (BAS) 

R. W. WIiLkins and W. HOLLANDER. Circulation [Circu- 
lation] 16, 256-262, Aug., 1957. 3 figs., 13 refs. 


It has been suggested [on rather exiguous evidence] 
that 5-hydroxytryptamine (5-HT; serotonin) may play 
some part in the causation of essential hypertension. 
In this further study [see Abstract 616] the authors 
attempted to test this hypothesis by treating hypertensive 
patients with four putative 5-HT antimetabolites. Three 
of these were too toxic for prolonged use, but the fourth, 


_the benzyl analogue of serotinin (B.A.S.) was adminis- 


tered orally to a series of 70 patients for periods up to 
one year. 

In 25 patients given B.A.S. in an average dosage of 
72 mg. daily, alternating with a placebo, the mean control 
blood pressure of 203/121 mm. Hg fell during treatment 
to an average of 183/110 mm. Hg. In some of these 
patients B.A.S. given in combination with other hypo- 
tensive drugs was more effective than those drugs alone. 
It was noted that 3 patients with the carcinoid syndrome 
—in which condition high concentrations of 5-HT are 
present in the tumour tissue—experienced “‘ 60 to 80 per 
cent relief” from facial flushing attacks, abdominal 
cramps, and diarrhoea. when treated with B.A.S. [but 
this has not been confirmed by other workers]. Side- 
effects of B.A.S. included drowsiness, depression, nasal 
stuffiness, and loss of libido in the male, these side-effects 
closely resembling those of reserpine. M. Sandler 


618. A Comparative Study of the Effects of Four Differ- 
ent Rauwolfia Preparations Administered Parenterally 

R. V. Forp, R. E. Borreson, G. R. LINDLEY, and J. H. 
Moyer. Journal of Pharmacology and Experimental 
Therapeutics [J. Pharmacol. exp. Ther.| 120, 247-254, 
June, 1957. 2 figs., 11 refs. 


The effects on 24 male patients with hypertensive cardio- 
vascular disease of intramuscular injections of four 
derivatives of rauwolfia, namely, reserpine, deserpi- 
dine, “‘ rescinnamine”’, and sérpentine, were compared 
under standard conditions. The blood pressure was 
recorded hourly after the injection of the drug, the usual 
dose being 5 mg. initially, increasing by 5 mg. if no 
hypotensive response was obtained. (Reserpine was 
administered in an initial dose of 2-5 mg.) Reserpine 
and rescinnamine produced the most marked and con- 
sistent effect on the blood pressure and caused the 
fewest untoward side-reactions. G. S. Crockett 


619. New Drugs for Hypertension, with Special Refer- 
ence to Chiorothiazide. [Review Article] 

R. W. Witkins. New England Journal of Medicine [New 
Engl. J. Med.) 257, 1026-1030, Nov. 21, 1957, 18 refs. 
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620. Platelet S-tujeienpiryptamia (HT) in Disorders 
of the Blood 


R. M. Harpisty and R. S. Stacey. British Journal of 
Haematology (Brit. J. Haemat.| 3, 292-298, July, 1957.. 
3 figs., 6 refs. 


Investigations were carried out at St. Thomas’s Hos- 
- pital Medical School, London, to determine whether the 
occurrence of purpura in certain disorders of the blood 
and reticulo-endothelial system is related to the amount 
of 5-hydroxytryptamine (HT) either in the platelets or 
in whole blood. To this end the mean platelet HT ~ 
content (in mg. per 10% platelets) was estimated in 
platelet-rich plasma and the HT content of whole blood 
(in mg. per ml.) measured by acetone extraction and 
subsequent assay on the rat uterus. In 35 normal sub- 
jects the mean platelet HT content was 57+ 18 jxmg. per 
- 108 platelets and the mean whole-blood HT content was 
160+ 60 mg. per ml. Of 14 patients with non-haemato- 
logical disorders, 3 (with abdominal carcinomatosis) 
had low platelet and whole-blood HT values and the 
remainder had values within normal limits. Of 78 
patients with a wide variety of disorders of the blood or 
reticulo-endothelial system, the mean platelet HT con- 
tent was low or at the lower limit of normality in all 
(including: cases of myeloid and lymphatic leukaemia, 
polycythaemia vera, myelofibrosis, haemorrhagic throm- 
bocythaemia, Hodgkin’s disease, thrombocytopenic pur- 
pura, pernicious anaemia, and iron-deficiency anaemia), 
while the whole-blood HT content was low in all cases 
except those of haemorrhagic thrombocythaemia and 
Hodgkin’s disease. The mean platelet volume and the 
concentration of HT in platelet substance (in zg. per ml. 
of platelet substance) were determined in 6 normal 
subjects and 19 patients with haematological and 10 with 
non-haematological disorders. The mean platelet HT 
concentration for the normal subjects was 48 (range 38 
to 67) wg. per ml.; the level was low in 16 patients with 
leukaemia, polycythaemia vera, or iron-deficiency 
anaemia, and normal in 3 with Hodgkin’s disease and all 
those with non-haematological disorders. 

The absorption of HT by platelets in vitro was studied 
by determining the HT levels before and after incubation 
of platelet-rich plasma at 37° C. for 90 and 120 minutes 
with an excess of HT. In platelets from 14 normal 
subjects the mean HT content increased from 71 (range 
41 to 120) to 210 (range 126 to 355) zumg. per 108 plate- 
lets, 2- to 5-fold increases occurring in individual cases. 
The same proportional increase was observed in platelets 
from 30 patients; the HT content was low in 18 cases 
before incubation and in 13 of these it failed to reach the 
lower limit of normal after incubation. It is suggested 
therefore that the low mean platelet HT content in 
certain blood diseases is due to a defect in the platelets 
and not to diminished HT production. This view is 
supported by the observation that in 5 of 7 such cases 
investigated the urinary excretion of 5-hydroxyindole- 
acetic acid was normal. 


Purpura was present in 17 patients with haematological 
disorders, but was absent from the other patients and 
normal subjects. In the whole group of 78 patients with 
haematological disorders the mean platelet HT content 
was unrelated to the platelet count, while the incidence . 
of purpura was closely related to the platelet count and 
independent of the mean platelet HT content. On the 
other hand the whole-blood HT content was directly 
related to the whole-blood platelet count, purpura 
occurring in association with a low whole-blood HT 
content only when thrombocytopenia was present. 

M. Lubran 


621. 
J. D. Appatr and A. J. Lea. 


Leukaemia and Pulmonary Tuberculosis ‘ 
Lancet [Lancet] 2, 917- 


918, Nov. 9, 1957. 5 refs. 


The method of comparative cohort analysis has mene 
applied to a series of 691 cases of leukaemia. It was 


found that the number of notifications of pulmonary 


tuberculosis in the series was in good agreement with the 
number expected. It is concluded that the association 
of pulmonary tuberculosis and leukaemia is coincidental, 
and that there are no grounds for suggesting a causal 
relationship between the two diseases.—[Authors’ 
summary.] 


622. Hyperuricemia Associated with the Treatment of 
Acute Leukemia 

G. L. Gotp and R. D. Fritz. Annals of Internal 
Medicine [Ann. intern. Med.] 47, 428-434, Sept., 1957. 
3 figs., 9 refs. 


The occurrence of increased concentrations of uric 
acid in the serum and urine in both acute and chronic 
leukaemia has been reported, and it is known that these 
increased values may be further raised or first become 
manifest only after treatment, especially in cases of acute 
lymphatic leukaemia. This report from the US. 
National Cancer Institute, Bethesda, Maryland, concerns 
2 patients suffering from acute lymphatic leukaemia in 
whom the falling leucocyte count induced by treatment 
was associated with an increased blood uric acid level 
and the clinical and biochemical picture of uraemia. In 
the first patient this occurred twice, first during treatment 
with 6-mercaptopurine and amethopterin (‘* metho- 
trexate ’’) and on the second occasion during treatment 
with hydrocortisone. In the second case the uraemia 
and uricaemia were associated with treatment with 
ACTH and 6-mercaptopurine. In both of these cases 
the metabolic disturbance was reversed on cessation of 
treatment. 

The possible causes of the disturbance of uric acid 
metabolism are discuss and its effects on renal function 
emphasized. It is suggested that in patients with acute 
lymphatic leukaemia and a high leucocyte count the 
renal function should be assessed before treatment is 
begun. It is also recommended that during treatment 
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such patients should receive a high fluid intake with 
alkali and that the serum uric acid level should be 
frequently determined during the course of therapy. 

A. G. Baikie 


ANAEMIA 


623. Clinical Assessment of Haemoglobin Concentration 
S. G. McA.pine, A. S. DouGtas, and R. A. Ross. 
British Medical Journal [Brit. med. J.] 2, 983-984, Oct. 
26, 1957. 2 refs. 


The authors report, from the University of Glasgow, 
the results of an investigation of the accuracy with which 
a patient’s haemoglobin concentration can be predicted 
by clinical examination alone. Three clinical methods 
of assessment were employed by the first two authors 
working independently, namely, inspection of the con- 
junctivae, inspection of the palmar creases, and an over- 
all opinion which took into account the appearance of 
the patient as well as the other two findings. The study 
was carried out on 200 consecutive new patients attending 
an out-patient clinic for blood diseases. The results of 
the clinical estimation were compared with those of 
haemoglobin concentration determinations with a photo- 
electric colorimeter so calibrated that 100°% was equal to 
a haemoglobin value of 14-8 g. per 100 ml. The haemo- 
globin value so determined was above 80% in 106 cases 
and below 80% in 94. 

Analysis showed that in general there was close 
agreement between the results reported by the two 
observers. The liability to error was small in respect of 
clinical estimates of haemoglobin values of 50°% or below, 
but at 60% the error was appreciable, while above this level 
the estimates were so often erroneous that they could not 
be relied upon in the diagnosis of anaemia. Conjunc- 
tival inspection gave a more reliable estimate of the 
haemoglobin value than did inspection of the palmar 
creases. It was noted that 28% of the patients with 
normal skin colour had values less than 80°%, while 
34% with pale faces had values of 80°% or more. It is 
concluded that the clinical assessment of anaemia is 
reasonably accurate when the haemoglobin concentration 
is 60% or less, but is unreliable when the concentration 
is above this figure. A, Ackroyd 


624. Differentiation of Macrocytic Anemias and Diag- 
nosis of Pernicious Anemia and Sprue in Remission by 
Accelerated Measurement of Hepatic Uptake of Radio- 
active By> 

G. B. J. Grass and L. J. Boyp. Annals of Internal 
Medicine [Ann. intern. Med.] 47, 274-292, Aug., 1957. 
3 figs., 47 refs. 


The hepatic uptake of vitamin B,2 (cyanocobalamin) 
labelled with radioactive cobalt (6°Co) is generally 
measured after the unabsorbed material has been elimi- 
nated from the intestine in the stools, usually after a 
period of 5 to 7 days. 

In the accelerated method described in this paper from 
the Flower and Fifth Avenue Hospitals (New York 
Medical College) the bowels are emptied 24 hours after 


the oral administration of 0-5 yg. of the radioactive 
vitamin (0-45 to 0-50 uc. of ®°Co) by means of castor oil 
or Epsom salts followed by an evacuant enema on the 
next day. In this way readings may be obtained after 
48 hours and, in those cases where no hepatic uptake is 
found, the test may be repeated with the addition of 


“potent intrinsic factor. In about 10% of cases the 


abdominal count exceeds 60% of the hepatic count, 
indicating some retention of ®°Co in the bowel. In 
these cases purgation should be repeated and the hepatic 
uptake read after a further 24 hours. The values for 
48-hour hepatic uptake obtained in 24 out of 27 cases 
were about 80°% of those obtained after 6 to 8 days with 
the standard procedure. 

The test was used in the investigation of 50 patients 
suffering from pernicious anaemia, steatorrhoea, non- 
Addisonian macrocytic anaemia, or histamine-fast 
anacidity without anaemia, and the results were similar 
to those obtained by other investigators using the longer 
method. M. Lubran 


625. Folinic Acid in Megaloblastic Anaemia of Preg- 


nancy 
J. M. Scotr. British Medical Journal [Brit. med. J.] 2, 
270-272, Aug. 3, 1957. 2 figs., 18 refs. 


The author describes the treatment at the Royal 
Maternity and Women’s Hospital, Glasgow, of 19 cases 
of megaloblastic anaemia of pregnancy and the puer- 
perium with folinic acid. In 16 cases, 11 of which were 
of antenatal anaemia, the patient received treatment 
over a limited period only, that is, until the reticulocyte 
response reached its peak. Though treatment was then 
stopped, the anaemia continued to improve, and at term 
the average haemoglobin level was 10-4 g. per 100 ml. 
It was found essential to give a large initial dose, of the 
order of 50 mg., irrespective of the degree of anaemia or 
the route of administration. 

The author concludes that it is unlikely that the megalo- 
blastic anaemia of pregnancy is due to an absolute 
deficiency of folinic acid, which, he suggests, may act 
as a catalyst at some stage in the haematopoietic process, 
the demand for it being further reduced once normal 
erythropoiesis is established. Janet Vaughan 


626. Treatment-of Symptomatic Hemolytic Anemia with 
Prednisone 

H. C. Licutman, S. F. Rapiner, G. S. SHIELDs, N. 
PLOTKIN, and R. Levere. New England Journal of 
Medicine [New Engl. J. Med.] 257, 631-637, Oct. 3, 1957. 
9 figs., 21 refs. 


The authors describe the treatment of secondary 
haemolytic anaemia in 9 patients at Kings County 
Hospital Center, New York, of whom 5 were thought 
to have chronic lymphatic leukaemia, 2 lymphosarcoma, 
and 2 had proved multiple myelomatosis. All the 
patients were anaemic and all were treated with blood 
transfusions and prednisone. Of the 5 patients with 
chronic lymphatic leukaemia, 4 had previously received 
cortisone in doses up to 300 mg. daily, but had failed to 
show any significant improvement in either their general 
condition or the blood haemoglobin level. 
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All but one of the 9 patients, a woman thought to have 
lymphosarcoma, showed considerable improvement after 
ireatment with prednisone, the haemoglobin value rising 
to a level at which the need for blood transfusion was 
much reduced or entirely eliminated. Doses of up to 
90 mg. of prednisone per day were required initially, but 
these could subsequently be reduced once control had 
been established. With these large doses side-effects 
due to the hormone therapy were common, and included 
obesity, glycosuria, and bacterial and virus infections 
(one case of herpes zoster infection). The patients were 
followed up for 7 to 110 weeks and none relapsed while 
prednisone was being given, although one died of septi- 
caemia. All the patients had initially shown a fall in 
circulating haemoglobin level, before or after transfusion, 
in excess of 1% per day, and the authors concluded 
that this was adequate evidence of the presence of super- 
imposed haemolytic anaemia—bleeding having been 
excluded as a cause of the fall. The good response to 
prednisone treatment was regarded as being due to 


acquired control of the haemolytic process. 


[These results are of doubtful value since inadequate 
diagnostic data are given both for the basic disease and 
for the presence of a haemolytic process. Bone-marrow 
studies are reported in only 3 cases, and the Coombs test 
was positive in only one case. The authors state that 
reticulocytosis, spherocytosis, indirect bilirubinaemia, 
excessive urinary urobilinogen, and erythrocyte sensitiza- 
tion were occasionally and inconstantly recorded.] 

M. Kendal 


HAEMORRHAGIC DISEASES 


627. ‘* Pseudohaemophilia ’’ (Reinvestigation of a Saar- 
land Family after 20 Years). (Uber die sogenannte 


(Nachuntersuchung einer Blutersippe 


aus dem Saarland nach 20 Jahren)) 

R. KLespeR and W. ACHENBACH. Klinische Wochen- 
schrift (Klin. Wschr.] 35, 1007-1013, Oct. 15, 1957. 
4 figs., 37 refs. 


In 1937 Giinder described a family living in the Saar 
who suffered from a haemorrhagic diathesis which was 
distinguishable from true haemophilia both by its mode 
of inheritance and also by the type of blood coagulation, 
and which he called ‘* pseudohaemophilia”’, a term 
which von Willebrand first introduced and defined in 
1926. In this condition the hereditary factor is generally 
dominant, females being sometimes affected as well as 
males, while in true haemophilia it is always recessive. 
The main differentiating blood factors are as follows: in 
true haemophilia bleeding time is normal, coagulation 
time is constantly markedly delayed, the Rumpel—Leeds 
reaction is negative, and the thrombocyte count is nor- 
mal; in pseudohaemophilia on the other hand the 
bleeding time is delayed, the coagulation time is moder- 
ately delayed but inconstant,; the Rumpel—Leeds reaction 
may be weakly positive, and the thrombocyte count is 
markedly diminished. 

The authors have now reinvestigated 5 members of 
this family, using modern methods of estimating blood 


coagulation, including determination of bleeding time, 
coagulation time, capillary fragility, and thrombocyte 


- count, as well as more recondite studies such as investi- 


gation of recalcification time, Factor VIII (anti-haemo- 
philic globulin; A.H.G.), Factor IX/X, thrombocytic 
Factor 3, thrombin inhibitor, serum antithrombin level, 
and clot retraction rate. In this family 2 sons aged 11 
and 4 respectively have so far shown no special tendency 
to bleeding, but the grandfather, father, and a daughter 
aged 9 have all suffered episodes of severe bleeding. 
None of the family showed delayed coagulation time and 
only one mémber, the father, had delayed bleeding time. 
Both the grandfather and father showed a marked delay 
in recalcification time, the father had a raised fibrinogen 
level, while the two former and the daughter all showed a 
partial deficiency of A.H.G. It is considered therefore 
that the depression of prothrombin function in these 
three members is explicable on the basis of a defect in 
plasma coagulation and that this family syndrome repre- 
sents a subdivision of a group called by Shulman “* vas- 
cular haemophilia’, this condition being characterized 
by delayed bleeding time with a normal thrombocyte 
level and a hitherto unrecognized basic disturbance of 
the plasma coagulation factor, thrombocytes, and 
capillaries. 

The authors suggest for this disturbance the term 
** angiohaemophilia ”’, and although the exact nature of 
the vascular disturbance and the part played by defici- 
ency of A.H.G. are unknown, it is evident that the pro- 
gress, prognosis, and family relationship are independent 
of the special physiological features of coagulation. 

Ethel Browning 


628. Familial Haemorrhagic Telangiectases. A Survey 
of a Series of Cases Treated by Oestrogen Therapy 

D. F. N. Harrison. Journal of Laryngology and 
Otology [J. Laryng.] 71, 577-596, Sept., 1957. 12 figs., 
29 refs. 


The oral administration of oestrogen in haemorrhagic 
telangiectasis is based on the apparent relationship 
between haemorrhagic episodes and the menstrual cycle 
in affected women, it having been suggested that epistaxis 
occurs more frequently during periods of decreased 
oestrogen excretion. The author describes 11 cases of 
severe and almost constant haemorrhage as the result of 
obvious haemorrhagic telangiectasis which were effec- 
tively treated with high doses of oestrogen. Epistaxis 
was the dominant feature. Most of the patients obtained 
benefit after 3 to 4 weeks’ treatment; there was a similar 


‘interval after cessation of treatment before a relapse 


occurred. On the basis of the results of laboratory 
experiments by other workers and his observation of 3 
of the present cases the author suggests that the telangiec- 
tases are protected from incidental trauma by the over- 
lying layer of squamous epithelium laid down as the 
result of oestrogen therapy. 

The preparation given in these cases was ethinyloestra- 
diol, and the dosage, which was kept to the minimum 
necessary to produce cessation of nasal and uterine 
haemorrhage, varied from 0-25 mg. to 1 mg. daily. Side- 
effects were few and unimportant. A. Brown 
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629. Bilateral Therapy for Unilateral Spontaneous © 


Pneumothorax 
I. D. Baronorsky, H. G. WARDEN, J. L. KAUFMAN, J. 
Wuatiey, and J. M. HANNER. Journal of Thoracic 
Surgery [J. thorac. Surg.] 34, 310-322, Sept., 1957. 
3 figs., 6 refs. 


On the grounds that spontaneous pneumothorax is a 
serious and frequently recurrent disease the authors 
favour its treatment by bilateral thoracotomy and parietal 
pleurectomy. They report experience of this procedure 
in 26 consecutive cases at the U.S. Naval Hospital, 
San Diego. The patients were Service personnel in 19 
cases, veterans in 4, and Servicemen’s wives in 3; their 
ages ranged from 18 to 47 years, the majority being 25 
or younger. Bilateral blebs or cysts were found in all 
cases but one. 

In 24 of the cases simultaneous bilateral anterior 
thoracotomy was performed through the 3rd or 4th 
intercostal space, the lesions being dealt with by intro- 
ducing talc (4), by rubbing with gauze (6), or by parietal 
pleurectomy (15), with or without lobectomy or wedge 
or segmental resection, or by resection alone (1). Apical 
and basal drainage was established with suction. Minor 


complications included persisting air leaks (4), wound . 


infections (1), and haematoma (1). There was one case 
of more serious bronchopleural fistula and postoperative 
haemorrhage. The condition recurred in one case only, 
after mechanical irritation. 

(This paper, in which very radical surgery is proposed 
for a relatively minor condition, was severely criticized 
in the discussion which followed its presentation. In 
particular it was pointed out that the measures advocated 
may be of considerable danger to older patients.) 

C. A. Jackson 


LUNGS AND BRONCHI 


630. The Value of Routine Pulmonary Function Studies 


in Thoracic Surgical Cases. Results in 212 Cases 
H. B. Hatcu, J. K. BRADForD, and A. OCHSNER. Journal 


of Thoracic Surgery (J. thorac. Surg. 34, 351-356, Sept., 


1957. 5 figs., 2 refs. 


The routine pulmonary function tests performed at 
the Ochsner Clinic, New Orleans, are of two main types, 
directed to the study (1) of the mechanical component, 
ventilation, and (2) of the physiological component, 
respiration. Tests of ventilation include determination 
of the vital capacity, timed vital capacity, maximum 
breathing capacity, and residual air (by the open-circuit 
method described by Darling et a/.); the physiological 
tests include determination of arterial oxygen and carbon 
dioxide tension, pulmonary oxygen and carbon monoxide 
diffusion, and bronchospirometry. 


Both types of test were carried out on 212 patients 
awaiting some form of thoracic surgical intervention. 
In 27 of these (13%) pulmonary function was found to 
be normal, the majority of these patients incidentally 
being under 45 years of age. Some degree of obstructive 
ventilatory insufficiency was found in 155 subjects (73°%), 
but 85% of these patients were over 45, while in the 
remaining 30 patients (14°%%) there was evidence of 
restrictive ventilatory insufficiency due to fibrosis or to a 
diffusion block. Of the 155 patients with obstructive 
ventilatory insufficiency, 26 (17°%) were considered unfit 
for immediate operation, but rehabilitation later re- 
duced this figure to 12 (8%). Eventually 151 (71%) 
of the whole group of 212 subjects were subjected to 
operation of some sort, and only 0-9°% of postoperative 
deaths could be ascribed to ventilatory insufficiency. 

The authors conclude that routine pulmonary func- 
tion studies are of value for the following reasons. 
(1) They increase the efficiency of both the detection 
and treatment of pulmonary disease. (2) Serial tests 
may show that many patients who initially appear 
unsuitable for operation can be prepared for operation 
by appropriate rehabilitation. (3) Some ventilation 
defects, such as diffusion blocks, are revealed only by 
pulmonary function tests. J. N. Harris-Jones 


631. Lung Cysts. A Clinical Study of 34 Cases. 
[Monograph, in English] é 
P. TaLa. Annales chirurgiae et gynaecologiae Fenniae 
[Ann. Chir. Gynaec. Fenn.] 46, Suppl. 70, 1-128, 1957. 
51 figs., bibliography. 


632. Treatment of Bronchitis in Patients with Respira- 
tory-muscle Paralysis after Poliomyelitis 

A. B. K. WiLson and F. H. Stevenson. Lancet [Lancet] 
2, 820-823, Oct. 26, 1957. 4 figs., 13 refs. 


Experience in the treatment of respiratory infections 
in the chronic stage of poliomyelitis is reported in this 
paper from the Royal National Orthopaedic Hospital, 
London. In such patients with greatly reduced vital 
capacity due to paralysis trivial infections of the respira- 
tory tract may cause serious complications by obstructing 
bronchi and producing atelectasis. 

The authors’ treatment regimen consists in administra- 
tion of suitable antibiotics, postural drainage and assisted 
coughing, in appropriate cases by means of a suspended 
bed, aerosol inhalations of trypsin to reduce the viscosity 
of the sputum and of isoprenaline to give maximum 
bronchial dilatation; and oral administration of prome- 
thazine to reduce mucosal swelling. The results of this 
treatment in 66 respiratory infections in 39 patients were 
evidently very satisfactory. Bronchoscopy was con- 
sidered to be ineffective in a large proportion of the cases 
in which it was employed and the authors urge caution 
in its use. John Fry 
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633. The Significance of Reserve in 
the Late Results of Pneumonectomy for Carcinoma of the 


Lung 
W. E. Apams, J. F. Perkins, R. WV. HARRISON, W. 
BUHLER, and E. T. LonG. Diseases of the Chest [Dis. 
Chest] 32, 280-288, Sept., 1957. 6 refs. 


The authors are of the opinion that the development 


of pulmonary hypertension is an important cause of late 
death after pneumonectomy in older patients. In sup- 
port of this view they describe experiments carried out 
at the University of Chicago on dogs in which it was 
demonstrated that the pulmonary arterial pressure was 
increased by as much as 100% by reducing pulmonary 
capacity to 15 to 20% of normal. This was accom- 
panied by hypoxia, but the hypertension was not reduced 
on inhalation of pure oxygen. 

After pneumonectomy a rise in pulmonary arterial 
pressure is unusual in patients under 50 years of age, but 
is more liable to occur in older patients and is particu- 
larly noticeable after exercise. It is also more common 


_in cases in which emphysema was already present before 


operation. Studies carried out on 5 patierts 8 to 15 
years after pneumonectomy showed varying degrees of 
pulmonary hypertension, the pulmonary arterial pressure 
becoming further increased (up to 3 times normal) on 
exertion. It is suggested that partial pneumonectomy 
should be preferred to total pneumonectomy in cases of 
carcinoma whenever possible. J. R. Belcher 


634. A Roentgen Study of the Evolution of Carcinoma 
of the Lung 

L. G. Ricier. Journal of Thoracic Surgery [J. thorac. 
Surg.] 34, 283-297, Sept., 1957. 7 figs., 17 refs. 


The author, working at the University of Minnesota 
Medical School, Minneapolis, has carried out a [some- 
what novel] investigation into the natural history of car- 
cinoma of the lung. In previous investigations the 
disease has usually been studied only after the onset of 
symptoms, when the neoplasm is already quite advanced, 
or if radiology has revealed an earlier lesion, then its 
evolution has often been modified by therapy. The 
present investigation is a retrospective radiological study 
of patients with histologically proved bronchial carcinoma 
the progress of which had been uninfluenced by treat- 
ment, either because its significance had escaped recogni- 
tion or because the patient had declined treatment, and 
the study was further confined to cases in which previous 
radiographs were available, often for some years before 
the final diagnosis. 

In 98 out of 100 such cases an earlier radiograph 
showed a significant radiological lesion at the site of the 
eventually proved neoplasm. Some striking case reports 
with accompanying x-ray films are presented to illustrate 
this point. These show that, radiologically, the evolution 
of bronchial carcinoma may extend over periods ranging 
from 3 to 7 years; it was in fact observed that in 50 of 
these cases radiological evidence of disease preceded the 
onset of symptoms by 2 years. The incidence of peri- 
pheral neoplasms, which often produce no symptoms, 
was much greater than has been reported previously. 
Various radiological patterns, including collapse, obstruc- 


tive emphysema, cavitation within and pneumonitis 
around the neoplasm, are illustrated. From these 
observations the author concludes that the growth of a 
pulmonary neoplasm is much slower than is commonly 
believed and that the majority of such tumours start in 
a peripheral bronchus and progress centrally to involve 
ultimately a main bronchus. J. N. Harris-Jones 


635. Anoxia in Emphysema. Its Relief by Oxygen 
T. Simpson. Lancet [Lancet] 2, 105-113, July 20, 1957. 
7 figs., bibliography. ; 

In the study of the harmful effects of anoxia and the 
necessity for its relief here reported from Chase Farm 
Hospital, Enfield, Middlesex, the author performed serial 
blood gas analyses on 193 patients with emphysema and 
correlated the abnormalities found with various clinical 
phenomena. 

Mental disturbances appeared to be associated more 
closely with anoxia and acidosis than with raised arterial 
carbon dioxide content (hypercapnia). Drowsiness due 
to anoxia may be the presenting symptom of a chest 
infection. Twitching of the fingers and arms, especially 
during voluntary movement, occurred with anoxia, 
although the movements were less extensive than those 
which occur in CO narcosis. Severe anoxia and hypo- 
tension may occasionally lead to peripheral circulatory 
failure causing, as in one of the author’s cases, gangrene 
of a toe. The author confirms that the rises in the 
haemoglobin value and erythrocyte count that occur in 
anoxic emphysematous subjects are less than would be 
expected from a comparison with dwellers at high alti- 
tudes in whom there is a comparable reduction in arterial 
oxygen saturation. He suggests the following explana- 
tions. (1) Severe anoxia inhibits erythropoiesis. (2) 
Chronic pulmonary infection causes an “ anaemia of 
infection ’°—4 of his patients exhibited a reduction in the 
serum iron level during acute respiratory infections and a 
return to normal level on recovery. (3) Blood loss from 
spontaneous haemorrhage, which sometimes occurs in 
anoxic subjects, may be partly due to a fall in plasma 
prothrombin activity of hepatic origin; in the present 
series bleeding occurred from the nose in 2 cases and 
the gastro-intestinal tract in 10. (4) Variability in 
the severity of the anoxia provides a less constant 
stimulus than does the constant anoxia of high-altitude 
dwellers. The rise in haematocrit value and in mean 
corpuscular volume appear to be determined more by 
hypercapnia than by anoxia. During acute respiratory 
infections causing increased anoxia there is an immediate 
rise in the erythrocyte count, haemoglobin value, and 
packed cell volume arising from reduction in plasma 
volume. 

The liver, which in fatal cases always shows “ nutmeg” 
changes, may be damaged by the combination of 
venous congestion and anoxia; half of the author’s 
patients with reduced plasma prothrombin activity were in 
congestive heart failure, but the results of liver function 
tests were usually normal. An observed increased inci- 
dence of peptic ulceration may be attributable to the 
severe stress of anoxia. Although the kidneys at 
necropsy are generally normal (apart from congestion 
and occasional medullary haemorrhages), azotaemia 


e 
t} 
1S 
is 
1, 
al 
a- 
1g 
a- * 
ty 
m 
ic- 
Lis 
re 
n- 
es 
on 


194 RESPIRATORY SYSTEM 


often occurs in emphysema as a result of tissue anoxia 
and hypotension. Four case histories are presented in 
detail to illustrate: (1) acute mental symptoms, (2) hae- 
morrhage of the nose, stomach, and jung, associated with 
plasma prothrombin activity of 32°% of normal, (3) azo- 
taemia with peripheral circulatory failure and gangrene 


of a toe, and (4) an interesting case of “ oxygen 


addiction ”’. 

In conclusion the author emphasizes the risk of CO2 
narcosis occurring as the result of oxygen administration 
in acutely ill subjects and points out that this risk can be 
minimized by ensuring a slow oxygen flew. He also 
advises administration of iron because of the comparative 
frequency of iron-deficiency anaemia in these cases. 

B. Freedman 


636. Sensitivity of Respiratory Center to Carbon 
Dioxide in Emphysema and Cor Pulmonale: Effects of 
Carbonic Anhydrase Inhibition 

A. C. Taquini, A. J. RoNcoroni, P. ARAMENDIA, and 
A. M. Ros. American Heart Journal [Amer. Heart J.} 
54, 319-341, Sept., 1957. 7 figs., 25 refs. 


In this study, reported from the University of Buenos 
Aires, the ventilatory response to the inhalation of 
4 to 6% carbon dioxide in air was investigated 
in 4 healthy subjects and 6 emphysematous patients. 
All the latter were suffering from carbon dioxide reten- 
tion, the arterial carbon dioxide tension varying between 
47 and 97 mm. Hg. The ventilatory response was 
retested in the normal subjects and 4 of the emphysema- 
tous patients following the administration of the carbonic 
anhydrase inhibitor acetazolamide, given in a dosage of 
12 to 15 mg. per kg. body weight daily for 2 to 15 days. 
The ventilatory response was measured as increase in total 
ventilation (in litres per minute per square m. of body 
surface area) for a rise of 1 mm. Hg in arterial pCO>. 
The mean response in the normal subjects was 0-91 (range 
0-61 to 1-5), but in the emphysematous patients it was 
only 0-30 (range 0-13 to 0-64). There was no consistent 
change in the ventilatory response following the adminis- 
tration of acetazolamide; in the normal subjects the mean 
value was 0-90 (range 0-68 to 1-33) and of the emphysema- 
tous patients there was a slight increase in 2 and no 
change in the other 2. The diminished ventilatory 
response to CO, found in these patients confirms the 
results of previous studies. E. Keith Westlake 


637. Effects of Aminophylline and Diamox Alone and 
Together on Respiration and Acid—Base Balance and on 
Respiratory Response to Carbon Dioxide in Pulmonary 
Emphysema 

M. GALDsToN and J. GELLER. American Journal of 
Medicine [Amer. J. Med.] 23, 183-196, Aug., 1957. 1 
fig., 32 refs. ‘ 


At Goldwater Memorial Hospital (New York Univer- 
sity College of Medicine), New York, respiratory func- 
tion studies carried out on 5 patients suffering from 
advanced pulmonary emphysema showed that the intra- 
venous injection of 0-5 g. of aminophylline caused a rise 
in minute ventilation and in oxygen uptake, but no 
alteration in the respiratory gas exchange ratio; the 


arterial carbon dioxide tension (pCOz) fell in 2 cases, 
but there was no change in the plasma bicarbonate level. 
The administration of ‘* diamox ” (acetazolamide) in a 
dose of 3-3 to 4-3 mg. per kg. body weight every 12 
hours caused a fall in arterial pCO2 and plasma bicarbon- 
ate level, and a rise in alveolar pCO2; in 3 cases there 
was a fall in pH of arterial blood. When aminophylline 
was given 2 to 3 hours after acetazolamide ventilatory 
stimulation was greater than when each drug was given 
separately, and there was a significant fall in arterial | 
blood pCO>. 

The ventilatory response of these emphysematous 
patients to the breathing of 100°%% oxygen and of mixtures 
of 3% and 5% CO in oxygen was also studied. It was 
found that aminophylline and acetazolamide did not 
increase the responsiveness of the respiratory centre to 
CO>, whether this was normal or depressed. Both drugs 
given separately lowered the threshold of the response, 
and when administered together they acted synergistic- 
ally. It is suggested that aminophylline and acetazola- 
mide given together may be effective in the prevention 
and treatment of CO? retention in patients with advanced 
emphysema breathing oxygen-enriched air. 

Bernard Isaacs 


638. Neurologic Manifestations of Chronic Pulmonary 


Insufficiency 

F. K. Austen, M. W. CARMICHAEL, and R. D. ADAms. 
New England Journal of Medicine [New Engl. J. Med.} 
257, 579-590, Sept. 26, 1957. 2 figs., bibliography. 


From Massachusetts General Hospital (Harvard 
Medical School), Boston, the authors report 4 cases of 
chronic pulmonary insufficiency in which neurological 
symptoms dominated the clinical picture. All the 
patients had combined right and left heart failure in 
addition to respiratory disease. The neurological signs 
and symptoms included headache, papilloedema, distur- 
bance of consciousness and of movement, and changes 
in the electroencephalogram (EEG). Severe head- 
ache, which was most intense at night and in the early 
morning, was present in 2 cases. Papilloedema was 
noted in 3 patients, in whom it was attributed to the 
development of acute heart failure in the presence. of 
chronic pulmonary insufficiency of moderate severity, 
the resulting aggravation of existing hypoxia and hyper- 
capnia causing cerebral oedema and congestion. All 4 
patients showed impairment of consciousness, mani- 
fested by drowsiness, inattention, disorientation, and 
episodes of confusion, this disturbance being attributed 
mainly to hypercapnia, although hypoxia also played 
some part. Coarse tremor and twitching movements 
identical with those seen in hepatic coma were present 
in all cases. . 

The precise mechanism of the neurological disorder was 
not established. In 2 of the patients the EEG was 
definitely abnormal, a notable feature being an abun- 
dance of slow-wave activity which included slowing of 
the alpha rhythm. These abnormalities disappeared 
with successful treatment of the cardio-respiratory dis- 
order. In 3 of the 4 patients this treatment resulted in 
complete abolition also of the neurological syndrome. 

Bernard Isaacs 
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639. Malformation of Ears as Sign of Malformation of 
Genitourinary Tract 


785-789, Oct. 5, 1957. 11 figs., 7 refs. 


The author reports that the observation during the 
last 7 years of 3 newborn infants in whom renal agenesis 
was associated with an unusual facies and large, low-set 
ears with proportionately little cartilage, as described by 
Potter (J. Pediat., 1946, 29, 68), led him to study the 
genito-urinary tracts of 23 patients with unusually shaped 
ears. Some of these patients had small, folded ears, while 
others had the large, flabby, Potter-type ears, 

These cases fell into three groups. The first group 
consisted of 4 male children with malformed ears, of 
whom 2 were found to have bilateral double ureters, 
one to have a cystic left kidney. and one renal agenesis 


-with hypospadias. The fathers of both the first two 


boys had similar ears, one of them also having bilateral 
double ureters and the other bifid formation of the left 
renal pelvis. The father of the boy with a cystic kidney 
on the left also had malformed ears and had polycystic 
kidneys, while the father of the boy with renal agenesis 
had malformed ears and hypospadias. In each of the 
four families of these patients other members had mal- 
formed ears associated with genito-urinary abnormalities. 
The second group consisted of 9 children whose family 
histories were incomplete, but in each of whom “ bat ” 
ears suggested, and were found on investigation to be 
associated with, renal abnormalities (in 5 instances double 
or bifid ureters); in all 6 of these cases in which the ear 
was malformed on only one side the urinary tract mal- 
formation was also on the same side. The third group 
included 10 patients whose family histories were not 
investigated, but the presence of malformed ears aroused 
a suspicion of genito-urinary abnormality, and this was 
confirmed at necropsy. C. O. Carter 


640. Management of Acute Renal Failure following 
Surgical Operation and Head Injury 
W. H. Tayor. Lancet [Lancet] 2, 703-706, Oct. 12, 


1957. 21 refs. 


The author, working at the Radcliffe Infirmary, Ox- 
ford, has noticed the delay in diagnosing renal failure 
(in patients without previous history of such failure) 
when this occurs after head injury or surgical operation 
and when oliguria cannot be properly estimated owing 
to incontinence. Determination of the blood urea 
concentration and the urine urea level on the second or 
third day after injury or operation has proved to be a 
reliable guide to renal function. A blood urea level over 
100 mg. per 100 ml. and a urine urea level of 2 g. per 
100 ml. or less in his experience makes treatment im- 
perative. From 600 to 800 ml. of fluid should be given 


to replace insensible water loss, with the addition of 200 
ml. for each degree of body temperature over 100° F. 
(350 ml. per degree over 37-8°C.). A high-calorie non- 
protein diet was aimed at by giving Bull’s arachis oil with 
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British Medical Journal [Brit. med. J.] 2, 


glucose, but only a few of the patients did not develop 
indigestion or diarrhoea, even if they were fed by intra- 
gastric tube. Three-hourly feeding was better tolerated. 
In cases in which the intravenous route was indicated 
solutions containing more than 10% of glucose could 
not be given for longer than 12 hours without blocking 
the superficial veins. Higher concentrations (25 to 50%) 
of glucose, sufficient to supply estimated caloric require- 
ments, had to be given into the inferior vena cava. This 
could be done for up to 11 days, but the danger of throm- 
bus formation—in spite of adequate heparinization— 
was formidable. In several patients 8-hourly injections 
of 12 units of insulin controlled temporarily the rise in 
serum potassium level. On the whole the conservative 
regimen was unsatisfactory, only 5 out of 31 patients 
surviving. The author assumes that in traumatic cases 
the use of the artificial kidney should prove more success- 
ful, and recalls that its value in such cases was established 
during the Korean war. L. H. Worth 


641. Needle Biopsy in Children with Nephrosis. A 
Study of Glomerular Damage and Effect of Adrenal 
Steroids 

E. GaLtAN and C. Maso. Pediatrics [Pediatrics] 20, 
610-625, Oct., 1957. 9 figs., 43 refs. 


Needle biopsy of the kidney was performed on 20 
children with nephrosis in an attempt to estimate the 
degree of glomerular damage in the early stages of the 
disease and to assess the changes after intensive adrenal 
steroid therapy. A group of 4 children did not receive 
steroid therapy and served as controls, one of these having 
anunrelated conditionand normalkidneys. A total of 358 
glomeruli were examined in the former specimens and 
some glomerular involvement was seen in all cases. 
Thickening of the capillary basement membrane was the 
predominant lesion (90% of cases, 32-4% of glomeruli); 
cellular proliferation was seen in 65°% of cases and 17-3°% 
of glomeruli, fibrosis in 65% of cases and 128% of 
glomeruli, and hyalinization in 55°% of cases and 8-9% 
of glomeruli. The,most common combination of lesions 
in the same glomerulus was thickening of the capillary 
basement membrane and cellular proliferation. 

Adrenal steroid therapy was successful in 16 of the 19 
patients so treated; histological improvement was 
observed in 18. Administration of prednisone seemed 
to decrease cellular proliferation and arrest the pro- 
gressive thickening of the basement membrane. Pro- 
teinuric abnormalities of the urinary sediment disappeared 
in treated patients in spite of the continued presence of 
some glomerular lesions. Histological examination sug- 
gested that “‘ anatomical cure” was achieved in 4 cases, 
but, as the authors remark, prolonged observation is 
required to determine the permanency of such improve- 
ment. Similarly, they conclude that it is too early to 
evaluate the usefulness of prednisone in treatment of the 
nephrotic syndrome. G. W. Csonka 
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Endocrinology 


642. Certain Aspects of Adrenocortical Function in 


Diabetes Insipidus. (Su alcuni aspetti della funzionalita ~ 


cortico-surrenale nel diabete insipido) 

F. S. FeruGuio and S. Patmas. Rivista critica di clinica 
medica [Riv. crit. Clin. med.] 56, 337-353, March 31 
[received Sept.], 1957. 46 refs. 


The results are reported, from the Institute of Special 
Medical Pathology of the University of Perugia, of inten- 
sive investigations of endocrine function which were 
carried out on 5 patients (4 women and one man) with 
diabetes insipidus, one of the women being re-examined 
2 years later, when she was 6 months pregnant. In 2 of 
the women the onset of the disease occurred during 
pregnancy, and in the 2 others it occurred spontaneously 
a few years after puberty; in the man the symptoms 
developed 3 years after a head injury. 

The investigations included estimation of the urinary 
corticoid and 17-ketosteroid excretion, the Thorn test, 
determination of the effect of ACTH (corticotrophin) on 
the diuresis (the pregnant patient being given cortisone 
instead of ACTH), the adrenaline and glucose tolerance 
tests, determination of the basal metabolic rate, examina- 
tion of the optic fundi, and radiography of the sella 
turcica. In all cases evidence of hyperactivity of the 
adrenal cortex was found which was increased by the 
administration of ACTH, which also brought about a 
definite reduction of the diuresis. 

The authors suggest that adrenocortical hyperfunction 
in diabetes insipidus is due to stimulation by endogenous 
corticotrophin and represents an attempt to redress the 
imbalance of water and electrolyte metabolism. 

V. C. Medvei 


643. Studies of Neurohypophyseal Function in Man. 
Diabetes Insipidus and Psychogenic Polydipsia 

J. F. DinGMAN, K. BENIRSCHKE, and G. W. THORN. 
American Journal of Medicine [Amer. J. Med.] 23, 226- 
238, Aug., 1957. 14 figs., 34 refs. 


The functional state of the neurohypophyseal-renal 
system in patients with polyuria has been evaluated by 
serial intravenous administration of nicotine, hypertonic 
saline solution and pitressin under constant water-loading 
conditions. Changes in free water clearance following 
stimulation of the hypothalamic nuclei, osmoreceptors 
and renal tubules, respectively, have been measured as a 
convenient and reliable clinical index of ADH [antidiure- 
tic hormone] activity. Patients lacking antidiuretic 
responses to the administration of nicotine and hyper- 
tonic saline solution were presumed to have neuro- 
hypophyseal failure. Three subjects with posterior 
pituitary damage or vascular disease responded nor- 
mally to small doses of nicotine but had no antidiuresis 
with saline solution administration. A selective failure 
of osmoreceptor function may be postulated to account 
for polyuria since hypothalamic neurosecretory tissue 


producing ADH was probably still preserved. The 
hypothesis was made from these observations that the 
** osmoreceptor ” may reside in the posterior pituitary or 
stalk, rather than in the supraoptic neurones, or that no 
such structure exists and ADH stored in the perivascular 
regions of the posterior pituitary may be released directly 
into the blood stream when blood perfusing the gland 
becomes hypertonic. Destruction of the posterior lobe, 
by removing the normal route for storage and delivery of 
ADH, may result in a diabetes insipidus-like syndrome 
despite preservation of hypothalamic neurosecretory 
function. 

Three patients with psychogenic polydipsia demon- 
strated abnormal responses to nicotine and normal 
responses to saline solution. The occurrence of poly- 
dipsia and hypomania during cortisone therapy in one 
patient, and polydipsia, agitation, elevation of threshold 
of the hypothalamus to nicotine, and increased adrenal 
cortical secretion in a second patient suggested a relation- 
ship between central nervous system excitability and/or 
adrenal steroid excess and disturbances of hypothalamic 
function. The antidiuretic response to nicotine appears 
to be a useful means of assessing hypothalamic function in 
man.—[Authors’ summary.] 


THYROID GLAND 


644. Thyroid Clearance, Uptake, and Rate of Uptake 
of Radipiodine in Hyperthyroidism. Their Interrelation- 
ships and Diagnostic Value 

A. L. Scuuttz and L. Zreve. Journal of Laboratory and 
Clinical Medicine [J. Lab. clin. Med.] 50, 335-347, 
Sept., 1957. 6 figs., 15 refs. 


Working at the Veterans Administration Hospital, 
Minneapolis, the authors have attempted to evaluate the 
relative merits of determination of the rate of uptake, 
the total uptake, and clearance by the thyroid gland of 
radioactive iodine (131]) in the diagnosis of hyperthyroid- 


ism. The study was carried out on 107 males and 2 


females ranging in age from 21 to 66 with no evidence of 
thyroid disease, and on 50 patients (of whom only 3 
were female) with definite hyperthyroidism ranging in 
age from 22 to 66 years. None of the subjects were 
receiving therapy which might affect thyroid function, 
and none were suffering from renal or cardiac disorders. 
An oral dose of 150 yc. of 1311 was given in the fasting 
state, and the thyroid uptake measured 4, 1, 2, 3, and 24 


hours later. Thyroid clearance was calculated for the 


periods 4 to 1 hour, 1 to 2 hours, and 2 to 3 hours after 
administration and expressed as the ratio of the amount 
of radioactivity taken up in a given time interval to the 
average plasma concentration of radioactivity during 
that interval. The rate of thyroid uptake was deter- 
mined from plotting the observation points on a semi- 
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logarithmic scale. The methods of calculation are fully 
described. 

At all the time intervals at which thyroid uptake was 
observed there was effective separation of the euthyroid 
from the hyperthyroid patients, the clearest point of 
separation occurring at 3 hours, when the upper limit 
for normal appeared to be 25%. A progressive decrease 


in the clearance of 131I was the rule, the results either at . 


1 to 2 hours or at 2 to 3 hours being satisfactory for 
separating the two groups; there was a slight overlap 
of the groups between 4 and 1 heur. Study of the up- 
take-rate curves showed that there were two components, 
the first fast and the second slow. The slow component 
was more discriminating than te fast, and the relation 
of rate to dose was better than that of rate to maximum 
uptake in separation of the two groups. The correlations 
between 3-hour uptake rate, dcse, and thyroid clearance 
were highly positive (r=0-96, 0-85, and 0-84 respectively). 
The authors conclude that’ measurement of the 3-hour 
uptake of 131[ is just as satisfactory as the more compli- 
cated procedures for distinguishing hyperthyroid from 
euthyroid patients. B. M. Ansell 


645. Electrophoretic Studies on Free and Protein-bound 
1131 in the Serum. [Monograph in English] 

H. Lypeck. Acta medica Scandinavica [Acta, med. 
scand.| 158, Suppl. 327, 1-98, 1957. 25 figs., biblio- 
graphy. 


646. Effects of Oral and Intramuscular Administration 
of Reserpine in Thyrotoxicosis } 

J. J. CANARY, M. Scuaar, B. J. Durry, and L. H. KYLe. 
New England Journal of Medicine [New Engl. J. Med.| 
257, 435-442, Sept. 5, 1957. 5 figs., 37 refs. 


Reserpine was given by mouth or intramuscular in- 
jection to 20 thyrotoxic patients in a clinical trial 
reported in this paper from the Georgetown University 
Medical Center and District of Columbia Hospital, 
Washington. The diagnosis of thyrotoxicosis was con- 
firmed by the typical clinical features, an increased 24- 
hour uptake of radioactive iodine (1311) by the thyroid 
gland, and a raised serum protein-bound iodine level. 
The drug was given intramuscularly to 10 patients in a 
dosage of 2:5 to 5 mg. every 6 to 12 hours for one to 16 
days, and by mouth to a similar number in a.dosage of 
0-25 to 1 mg. every 6 to 8 hours for 14 to 104 days. 

There was definite clinical improvement, including a 
decrease in the pulse rate and an increase in weight, in 
the patients receiving reserpine by mouth. No constant 
change was observed, however, in the 24-hour uptake of 
131], which remained in the hyperthyroid range. A 
decrease in the pulse rate was observed 2 to 6 hours after 
intramuscular injection of reserpine in all cases, stare 
and “lid-lag” rapidly diminishing. Side-effects of this 
method of administration included weakness and an 
increase in dizziness on walking, nervousness and tremor, 
headache, and nasal congestion. In one patient toler- 
ance to reserpine developed. The authors suggest 
that reserpine has a place in the treatment of the “ thyroid 
storm ”’, but point out that it may mask the clinical signs 
I. McLean Baird 


PANCREAS 


647. A Study of Ocular Complications Seen in 360 

Diabetics Aged Less than 30 Years. (Etudes de 360 

jeunes diabétiques (4gés de moins de 30 ans)) 

M. A. Do.iFrus and C. Haye. Bulletin de la Société 

wae [Bull. Soc. belge Ophtal.] 115, 184-- 
, 1957. 


Among 360 young diabetics between 2 and 30 years 
of age seen at the H6pital de la Pitié, Paris, in the last 
10 years the authors found 78 (21-6°%) with ocular com- 
plications. Analysis of various factors led to the con- 
clusion that the most. important factor in the origin of 
these complications is the duration of the diabetes: thus 
of those patients who had had diabetes for more than 
18 years, 90°% showed ocular lesions. Increased blood 
glucose, urea, and cholesterol levels appear to play only 
an accessory part. Among the 78 cases there were 
22 of diabetic cataract, 26 of aneurysmal retinitis, 
9 of isolated exudate, and 12 in which the last two 
conditions were both present; the remainder consisted 
of one case of retinal lipaemia, 3 of proliferating retinitis, 
2 of transitory myopia, and 3 cases showing disturbance 
of ocular vision. L. Coppez 


648. Investigations into the Possibility of Stabilization 

of Diabetics with N-(4-Methylbenzolsulphonyl)-N’-butyl- 
urea (D860). (Untersuchungen zur Einstellbarkeit von 

Diabetikern auf N-(4-Methylbenzolsulfonyl)-N’-butyl- 

harnstoff (D860)) 

G, Mounike, H. and E. Jurzi. Klinische 

Wochenschrift [Klin. Wschr.] 35, 845-848, Sept. 1, 1957. 


’ 6 figs., 4 refs. 


In this paper from the Garz (Riigen) and Karlsburg 
Diabetic Home the degree of success or failure obtained 
in the stabilization of a series of diabetic patients with the 
sulphonamide preparation N-(4-methylbenzolsulphonyl)- 
N’-butylurea (“‘ D860 ”’) is made the subject of a statistical 
analysis in relation to the following factors: somatic 
constitution (as reflected by body weight), duration of the 
diabetic state, age and sex of the patient, age at onset, and 
duration and dosage of previous insulin treatment. 

Of 1,000 patients with mild, stable diabetes, 683 
(Group I) were overweight—that is, their weight exceeded 
by at least 3 kg. the “ normal ”’ figure calculated from the 
tables of the American Diabetes Association—and of 
these, 69-29% could be successfully stabilized. Of the 
remaining 317 patients (Group II), only 40°% could be 
stabilized according to the criteria adopted, there being 
no difference between normal and underweight persons 
in this respect. The possibility of stabilization with 
D860 seemed to be related to the patient’s previous insulin 
requirements. In Group I the critical point lay between 
20 and 22 units per day, 78-7°% of those previously taking 
20 units or less being stabilized with D860, compared 
with 47-8°% of those taking 22 units or more, while in 
Group II it was between 10 and 14 units, 85-7°% of those 
taking 10 units, 61-5°% of those taking 12 units, and 50% 
of those taking 14 -units being stabilized with D860. 
Insulin requirements in excess of these upper limits 
made successful management with D860 a statistical 
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improbability. In addition, the possibility of stabiliza- 
tion appeared to be greater when the age of onset was 
over 20 in Group I and over 30 in Group II. In the 
authors’ view it is this which explains the empirical 
observation that the chances of successful stabilization 
with sulphonamides are greater in older people. An 
apparent inverse relationship between the duration of 


the diabetic state and the chances of stabilization with ~ 


D860 was attributable to the fact that insulin requirements 
rose in parallel with the duration of treatment, which 
was not itself significantly correlated with the failure or 
success of sulphonamide treatment. No significant 
difference existed between the findings in the two sexes. 
The authors conclude that the successful stabilization 
of diabetics with sulphonamide preparations depends 
primarily on the age of onset and the previous insulin 
requirements (which are probably dependent on the 
type of failure of the regulatory processes of carbohydrate 
metabolism); that in overweight diabetics the insulin 
deficit is mainly a relative one associated with over- 
production of glucose, while in normal or underweight 
diabetics there tends to be an absolute deficit with 
decreased glucose utilization; and that sulphonamides 
are more likely to benefit the former than the latter. 
Max Mayer 


649. The Significance of the Entry of Insulin into the 
Portal Circulation in Relation to the Barrier Function of 
the Liver. (SHayeHune nyTH BOCcTynNNeHHA HHCyHHAa B 
BOPOTHOe NeveHH ANA ee 
gyHKunn. Coo6menne II. Ypopenb caxapa B 
yCNOBHAX H38MCHCHHA BeHOSHOrO 

M. F. BeitovincevA. J7podsemet u 


zopmMoHomepanuu [Probl. Endokr. Gormonoter] 3, 35-39, 
No. 3, May-June, 1957. 5 figs., 7 refs. 

The direct passage of insulin into the portal vein from 
the pancreas means that the supply of insulin to the liver 
is different from that to other organs. The carbohydrate- 
regulating function of insulin is well understood, but the 
physiological significance of its entry into the portal vein 
has been little studied. Some of the early literature is 
briefly reviewed. More recently Leites concluded that 
in the reaction of the liver to insulin much depends upon 
the stimulation of receptor elements in the walls of the 
portal vein and showed that the hypoglycaemic effect of 
insulin in dogs with experimental diabetes appeared only 
after injection of the hormone into the portal vein, and 
was absent after injection into the jugular vein. 

In an attempt to elucidate this problem the present 
author ligated the pancreatico-duodenal vein in white 
mice, and found that this was followed by a fall in the 
glycogen content of the liver and of cholinesterase activity 
in its tissues. She then investigated the effect of ligation 
not only of this vein, but also of the two other veins 
draining the head and tail of the pancreas, upon the 
blood glucose level in dogs and rabbits after a loading 
dose of 4 g. of saccharose per kg. body weight by mouth 
and 0-4 g. of glucose per kg. intravenously, with 0-2 
unit insulin per kg. intravenously. In the subsequent 
14 to 2 months from 3 to 5 blood sugar curves were 
plotted for each animal. ‘The blood insulin content of 


the experimental animals was determined by injecting 
subcutaneously into white mice blood from the former 
withdrawn before and 15 minutes after an intravenous 
injection of glucose, the mice being killed 2 hours later 
and their blood glucose level estimated; the difference 
between these two estimations was taken to represent 
the insulin content of the subjects’ blood. 

The blood sugar curves of the animals after ligation 
of the pancreatico-duodenal vein showed a rise in the 
fasting level and a very slow fall from a high maximum 
level 30 minutes after administration of the test dose, 
this change lasting about one week. However, after 6 
weeks the curve showed a low fasting level, the maximum 
rise occurred at 60 minutes, and thereafter the curve 
slowly fell. After the second operation the curve 
showed a high fasting level, a steep rise and, after 30 
minutes, a rapid fall to well below the normal fasting 
level. If the three veins were ligated at the same opera- 
tion the blood sugar changes were much less marked 
than when the pancreatico-duodenal vein was occluded 
first. This suggests that the closing of this route had 
an effect on the functional state of the liver, and in conse- 
quence upon the reflex mechanism of sugar regulation. 
In order to forestall the objection that these results could 
have been partly due to changes in the function of the 
islet tissue caused by disturbance of the circulation, fur- 
ther experiments in which the pancreatico-duodenal 
vein was anastomosed to the inferior vena cava were 
performed and showed that similar disturbances in 
the blood sugar level occurred. (A full report is promised 
later.) L. Firman-Edwards 


650. A Comparison of the Effects of Tolbutamide and 
Insulin on Infused Pentoses. A Study in Man 

S. SeGaL, T. F. FrRAwLey, and J. Forey. Diabetes 
[Diabetes] 6, 422-425, Sept.—Oct., 1957. 4 figs., 17 refs. 


At the U.S. National Institutes of Health, Bethesda, 


Maryland, a comparison was made of the effects in - 


normal adults of insulin and tolbutamide on the dis- 
appearance from the blood of infused p-xylose and 
L-arabinose. Pentose (20 g.) in a 10% solution was 
infused intravenously into the fasting patient and blood 
levels determined at intervals of 5 or 10 minutes. After 
approximately one hour insulin (0-1 unit per kg. body 
weight) or tolbutamide (25 to 40 mg. per kg.) was 
injected intravenously and blood pentose levels deter- 
mined at intervals for the next 2 hours. It was found 
that insulin enhanced the rate of disappearance of the 
pentoses from the blood, but that tolbutamide had no 
such effect. It is concluded that the action of tolbutamide 
is not, therefore, associated primarily with an enhanced 
peripheral activity of insulin. F. W. Chattaway 


651. Pancreatic Islet Adenomatosis with Hypoglycaemic 
Episodes 

H. GARLAND. British Medical Journal [Brit. med. J.] 2, 
969-971, Oct. 26, 1957. 4 figs., 10 refs. 


A case of pancreatic islet adenomatosis is described, 
being probably the second in Great Britain and the eighth 
in the world. The history, which extended over 7 years, 


consisted of recurrent episodes of disturbed conscious-. 
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ness with amnesia and automatism, reminiscent of the 
symptoms of temporal lobe dysfunction. Attacks did 
not occur in the fasting state, and the fasting blood- 
sugar leveis were never below 60 mg. per 100 ml. When 
a diagnosis of organic hyperinsulinism is established a 
hemipancreatectomy should be carried out if the pancreas 
appears to be normal at operation.—[Author’s 
summary.] 


ADRENAL GLANDS 


652. The Diagnosis of Adrenal Cortical Dysfunction 

J. D. N. Nasarro, A. MoxHaAm, and G. WALKER. 
British Medical Journal [Brit. med. J.] 2, 1018-1021, 
Nov. 2, 1957. 5 figs., 12 refs. 


Urinary 17-ketosteroids are, for the most part, 
derived from adrenal androgens, which are among the 
less important of the many hormones secreted by the 
adrenal glands. Hence the estimation of the urinary 
excretion of 17-ketosteroids can be misleading as a 
guide to adrenal function. A method of assessing 
the excretion of 17-hydroxycorticosteroids, which are 
derived only from hydrocortisone and its metabolites, 
is described in this paper from the Middlesex 
Hospital, London, the technique being a modification 
of that described by Appleby and Norymberski 
(Biochem. J., 1955, 60, 460). Using this method in 
healthy individuals the authors found the maximum 
17-hydroxycorticosteroid excretion to vary from 38 to 
225 mg. per 24 hours, whereas that of 17-ketosteroids 
was only 5 to 63 mg. per 24 hours. The effect of 
injections of corticotrophin gel on total 17-hydroxy- 
corticosteroid excretion was compared with that on 
17-ketosteroid excretion as a means of diagnosing mild 
Addison’s disease. In 2 patients suspected of Addison’s 
disease the latter was only slightly increased by cortico- 
trophin, whereas the increase in the former was 
unequivocal. In a genuine case of Addison’s disease 
the excretion of neither steroid was increased. Adrenal 
cortical insufficiency due to pituitary failure was not 
easily diagnosed by the estimation of either 17-hydroxy- 
corticosteroid or 17-ketosteroid excretion after the 
administration of corticotrophin, some response being 
obtained in each case. 

In 15 cases of Cushing’s syndrome the urinary 17- 
ketosteroid level was often normal or only slightly 
increased, whereas the 17-hydroxycorticosteroid level 
was found to be increased in all except one. 

P. A. Nasmyth 


653. The Prevention with Delayed-action ACTH of 
the Inhibition of Adrenal Function Resulting from Treat- 
ment with Cortisone or Prednisone. (Prevenzione con 
ACTH-ritardo dell’inibizione surrenalica conseguente a 
trattamento con cortisone o prednisone) 

F. Vaccari and G. Onest1. Minerva medica [Minerva 
med. (Torino)| 48, 2959-2964, Sept. 19, 1957. 3 figs., 
22 refs. 


This paper from the Institute of Medical Pathology of 
the University of Modena reports the results of investiga- 
tions into the properties of a preparation of ACTH 


’ (corticotrophin) in which the hormone is adsorbed on to 


insoluble salts of zinc. [Further details of the prepara- 
tion are lacking.] It is claimed that in this form ACTH 
has a delayed action as a result of slow absorption after 
injection, so that a high blood concentration of the 
hormone can be maintained over a long period and the 
adrenal cortex subjected to continuous and uniform 
stimulation, and that the clinical effect of one unit of 


- ACTH given in the delayed-action preparation is equiva- 


lent to that of 4 units of ACTH in aqueous solution, even 
when given in repeated small doses. 

The injection of 10 units of delayed-action ACTH 
twice weekly was found to prevent the occurrence of 
adrenocortical atrophy in 24 patients who were receiving 
prednisone (30 mg. daily) or cortisone (200 mg. daily) 
for periods of more than 7 days for such conditions as 
bronchial asthma, rheumatoid arthritis, allergic purpura, 
and Hodgkin’s disease. At the same time it had no 
inhibitory effect on the corticotrophic action of: the 
pituitary gland. The authors used Thorn’s test for 
the estimation of the functional state of the adrenal 


_ cortex. 


[This is an interesting paper, though the method of 
preparation of the delayed-action ACTH needs clarifica- 
tion.] V. C. Medvei 


654. The Influence of ACTH and Cortisone on the 
Exudative Phase of Inflammation. (Bnusnue agpeno- 
KOPTHKOTponHoro FropMOHa runodusa KOPTHSOHa 
Ha BocnaneHua) 

G. L. MEDNIK. u 2opMmo- 
Homepanuu [Probl. Endokr. Gormonoter.] 3, 61-63, No. 
3, May-June, 1957. 17 refs. 


The object of these experiments was to ascertain 
the effect of ACTH (corticotrophin) and cortisone on the 
absorption of certain poisons from the tissues in the 
presence of inflammatory changes. Normally lethal 
doses of potassium cyanide and of strychnine injected 
into white mice were found to be non-fatal if introduced 
into areas of subcutaneous tissue in which inflammatory 
reactions had been induced by the injection of turpentine 
24 hours previously. Thus of 25 normal mice given’ 
KCN, all died, whereas of 30 mice receiving the same 
dose into an inflammatory focus, none succumbed to the 
poison. When, however, 30 mice were given 1 unit of 
ACTH 2 hours before the injection of turpentine and a 
second dose 12 hours after it, 20 out of the 30 died; and 
of 30 mice receiving 25 mg. of cortisone acetate half an 
hour before and again 2 hours after the turpentine 
injection, 26 died. For the groups of animals given 
strychnine the corresponding figures were as follows: out 
of 20 normal mice 19 died, of 22 given the injection into 
an inflamed focus none died, while of 20 injected into 
an inflamed focus but treated with ACTH 16 died, and 
out of 22 given cortisone 21 died. 

Itis concluded that the exudative phase of inflammation 
protects the body by delaying the absorption of toxic 
substances, but ACTH and cortisone by inhibiting this 
phase deprive the body of this protection. This fact 
emphasizes the need for strict care in the use of these 
corticoids in clinical practice in the treatment of patients 
with toxic foci. L. Firman-Edwards 
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655. The Salivary Glands and Rheumatism. (Speichel- 
driisen und Rheumatismus) 
G. Seirert and G. Geer. Deutsche medizinische 


Wochenschrift [|Dtsch. med. Wschr.] 82, 1415-1417, 
Aug. 30, 1957. Bibliography. 


At the University Pathological Institute, Leipzig, 
systematic histological examination was carried out on 
the salivary and lacrimal glands of over 900 unselected 
subjects coming to necropsy. In 4 cases a characteristic 
picture was found, which could readily be distinguished 
from other abnormalities of these glands, the main 
features of which were severe interstitial chronic inflam- 
mation with lymphocytic infiltration, disappearance of 
the secretory cells, increase in connective tissue leading 
to sclerosis, and islands of “* myoepithelial” cells, that 
is, functionally contractile cellular elements. All 4 
cases belonged to the group of ‘“‘ rheumatic diseases ” 
and comprised 2 cases of rheumatic fever and one each 
of Felty’s syndrome and Henoch-SchGnlein purpura. 

In the authors’ experience a similar histological picture 
is present in the salivary glands involved in Sjégren’s 
syndrome, Mikulicz’s disease, and the so-called “* benign 
lympho-epithelial lesion” of Godwin, three conditions 
which have certain clinical features in common. The 
histological changes in the salivary glands are thought to 
be characteristic for the rheumatic group as a whole, 
although modified by local anatomical conditions. 

[The clinical description of Mikulicz’s disease in this 
paper does not materially differ from that of Sjégren’s 


syndrome. ] G. W. Csonka 
656. Leukocyte Agglutinins in Collagen Disease. [In 
English] 


S. A. KILLMANN. Acta rheumatologica Scandinavica 
[Acta rheum. scand.| 3, 209-227, 1957. 1 fig., 28 refs. 


It has been established that in certain cases of collagen 
disease anaemia is caused by the presence in the blood of 
auto-antibodies to the erythrocytes. To determine 
whether the leucopenia which is also commonly present 
in collagen diseases might be caused by the presence of 
leucocyte antibodies sera from 40 patients with such 
diseases were examined at Rigshospitalet, Copenhagen, 
for leucocyte agglutinins, the methods employed being 
described in detail. The presence of iso-agglutinins 
against the patient’s leucocytes was demonstrated in 18 
cases. A positive correlation was found between the 
occurrence of leucocyte agglutinins and a previous 
history of blood transfusions, whereas no such associa- 
tion with previous pregnancy was demonstrable. In 4 
cases the presence of leucocyte agglutinins could not be 
attributed to iso-immunization. If the occurrence of 
leucocyte agglutinins were significantly associated with 
leucopenia this would be good indirect evidence that the 
agglutinins had auto-aggressive properties, causing 
decreased production or increased destruction of leu- 


cocytes, but there was no such association in the present 


* series. The leucocyte agglutinins were not type-specific 


and were unrelated to erythrocyte antibodies and to the 
L.E. factor. G. W. Csonka 


657. Scleroderma of the Gastrointestinal Tract. A 
Review 

M. B. and J. B. Kuirsner. A.M.A. 
Archives of Pathology [|A.M.A. Arch. Path. 64, 255-265, 
Sept., 1957. 5 figs., 41 refs. 


ACUTE RHEUMATISM 


658. A Controlled Study of Three Methods of Prophy- 
laxis against Streptococcal Infection in a Population of 
Rheumatic Children. I. Streptococcal Infections and 
Recurrences of Acute Rheumatic Fever in the First Two 
Years of the Study ; 

H. F. Woop, G. H. STOLLERMAN, A. R. FEINSTEIN, I. 
HirscHFELD, J. H. Rusorr, A. TARANTA, R. C. HAas, 
and J. A. Epstemn. New England Journal of Medicine 
[New Engl. J. Med.] 257, 394-398, Aug. 29, 1957. 23 
refs. 


It is established that recurrences of rheumatic fever 
can be prevented in a high proportion of cases by anti- 
streptococcal prophylaxis. A preliminary investigation 
was carried out at Irvington House, Irvington-on-Hud- 
son, New York, with the twofold object of determining 
the comparative efficacy of three different prophylactic 
regimens and observing the natural history of rheumatic 
heart disease in the presence of continuous prophylaxis 
over a period of 5 years. The three regimens were: (1) 
sulphadiazine, 1 g. a day by mouth ina single dose; (2) 
penicillin, 200,000 units a day by mouth in a single dose 
half an hour before breakfast; and (3) benzathine 
penicillin, 1,200,000 units in 2 ml. given by intramuscu- 
lar injection every 4 weeks. A total of 405 children, all 
of whom had had a definite attack of rheumatic fever 
within the preceding 28 months, were divided into 8 
groups: those without heart disease were divided into 
age groups 5 to 9 and 10 to 15 years and each age group 
was then subdivided into those who had been free from 
rheumatic activity for 3 to 4 months and those who had 
been free for 15 months or more; patients with heart 
disease were assigned to 4 similar groups. By random 
allocation to the three prophylactic regimens it was 
ensured that there were 3 treatment groups of approxi- 
mately equal size in each of the 8 groups. Each patient 
was seen once a month, throat swabs for culture being 
taken at each visit and blood for serological examination 
being obtained at every other visit. 

The results obtained in the first two years of the study, 
1954 to 1956, showed that 1,200,000 units of benzathine 
penicillin administered intramuscularly every 4 weeks 
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was more effective in preventing both streptococcal 
infections and recurrences of rheumatic fever than either 


_ of the other two prophylactics. The authors suggest that 


one reason for this superiority is that injection ensures 
that the drug is received, whereas there is no certainty 
that the patients take the drugs by mouth. 

Kenneth Stone 


659. Three Years’ Experience of the Use of the Anti- 
in Consumption Test in Rheumatic Carditis. 
(3 Jahre Erfahrungen in der Anwendung des AHG.- 
Konsumptionstestes bei rheumatischen Herzerkran- 
kungen) 
C. STEFFEN. Wiener Zeitschrift fiir innere Medizin und 
ihre Grenzgebiete [Wien. Z. inn. Med.| 38, 287-292, 
July, 1957. 14 refs. 


The author, working at the Hanusch Hospital, Vienna, 
here summarizes the results obtained with the anti- 
human-globulin consumption test devised and described 
by him in 1954 (Wien. Z. inn. Med., 1954, 35, 422). 
[Briefly, this consists in the incubation of a preparation 
of heart tissue with the patient’s serum, the reaction 
being read as in the Coombs test.] Of 163 samples of 
serum from patients with rheumatic carditis, 104 gave a 
positive test result, most of the positive results occurring 
in sera from patients with active rheumatic carditis. 
Of 34 cases of non-rheumatic heart disease the test was 
positive in 11, and out of 83 patients with miscellaneous 
non-rheumatic ailments 20 gave a positive reaction. 
However, of tests on sera from 103 healthy subjects, only 
11 were positive. The highest proportion of positive 
reactions was obtained in the group of patients with 
clinically active rheumatic carditis. It was not possible 
to differentiate patients with non-active rheumatic car- 
ditis from those with non-rheumatic diseases by this 
test. G. W. Csonka 


CHRONIC RHEUMATISM 


660. Ocular Presentations of Still’s Disease and Their 
Treatment. Iridocyclitis in Still’s Disease: Its Complica- 
tions and Treatment 5 

W. K. Smitey, E. May, and E. G. L. Bywaters. Annals 
of the Rheumatic Diseases [Ann. rheum. Dis.] 16, 371- 
383, Sept., 1957. 12 figs., 47 refs. 


Of a series of 183 children with Still’s disease (chronic 
peclyarthritis) examined at the Canadian Red Cross 
Memorial Hospital, Taplow, Bucks, ocular manifesta- 
tions were found in 10 (5-4°%%). Another patient was 
admitted to hospital because of the eye condition, which 
preceded the arthritis by 2} years. The primary lesion 
in the eye is an insidious iridocyclitis. Corneal band- 
shaped opacities were noted in 50% of the eyes involved, 
and other complications were cataract, vitreous opacities, 
secondary glaucoma, and phthisis bulbi. Treatment— 
apart from therapy directed towards the illness as a whole 
—consisted in the administration of mydriatics and local 
and systemic cortisone or its analogues. Cataracts were 
treated by repeated needling after the inflammation had 
and band-shaped opacities with chelating 


P 


agents, which form soluble complexes with the calcium 
ions. The prognosis was best in the more acute types 
of cyclitis. C. Skelton Smalley 


661. Capillary Resistance in Rheumatoid Arthritis 

J. L. Porrer and F. W. WiGzeELt. Annals of the Rheu- 
matic Diseases [Ann. rheum. Dis.) 16, 357-364, Sept., 
1957. 5 figs., 23 refs. 


It has been suggested that capillary resistance, which 
increases in rheumatoid arthritis during treatment with 
steroids, may be a measure of some property of con- 
nective tissue. The authors, at the Northern General 
Hospital, Edinburgh, therefore carried out two inde- 
pendent studies of capillary resistance in patients with 
rheumatoid arthritis, negative-pressure apparatus being 
used in both. Capillary resistance was measured in 549 
individuals, 220 of whom were suffering from rheumatoid 
arthritis uncomplicated by intercurrent illmess. In the 
first study the method of Scarborough, in which negative 
pressure was applied to the forearms, was used on 50 
healthy subjects, 120 patients suffering from miscellaneous 
disorders, and 125 with rheumatoid arthritis. In the 
second study, in which the technique was that of Schweppe 
et al., negative pressure was applied serially in the 
lateral elbow region and the number of petechiae counted 
after each application in 32 healthy subjects, 127 patients 
with miscellaneous disorders, and 95 patients with 
rheumatoid arthritis. 

The results showed that even when corrections had 
been made for the fall in capillary resistance with increas- 
ing age and the general tendency for resistance to be 
lower in females, the mean resistance in the rheumatoid 
arthritis group was significantly lower than that in con- 
trols. This could not be related to the limitation or 
otherwise of activity, nor was there any correlation 
between capillary resistance and daily intake of salicy- 
lates, duration of the disease, or disease activity as 
measured by the erythrocyte sedimentation rate. 
Lowered capillary resistance was also encountered in 
the miscellaneous group, but this was not so marked as 
in the patients with rheumatoid arthritis. The authors 
point out that this subnormal resistance was the mean 
of results obtained in many patients, a number of indi- 
vidual readings being within the normal range. They 
suggest that it may be related to the widespread disorder 
of connective tissue present in rheumatoid arthritis, 

B. M. Ansell 


662. Metabolic and Antirheumatic Activities of 6-Methyl- 
prednisolone (‘* Medrol ’’) 

E. W. BoLanp and G. W. Lippe. Annals of the Rheu- 
matic Diseases [Ann. rheum. Dis.| 16, 297-306, Sept., 
1957. 4 figs., 18 refs. 


Animal experiments have shown that 6-methylpredni- 
solone is twice as potent as prednisolone in inhibiting 
inflammatory processes. In view of this anti-inflamma- 
tory action of 6-methylprednisolone the drug was 
tried in the treatment of 41 patients of St. Vincent’s 
Hospital, Los Angeles, with active peripheral rheuma- 
toid arthritis. It was given by mouth in an initial 
dosage of 7:5 to 12-5 mg. daily, this being modified 
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in accordance with variations in the clinical condition. 
No other treatment apart from routine general measures 
was employed during the period of the trial, which was 
continued for 12 to 27 weeks. In 19 cases prednisolone 
was substituted for 6-methylprednisolone from time to 
time. The results obtained with the two drugs were 
compared and found to be similar, the side-effects also 
being similar. However, the study was not sufficiently 
extensive to permit of an accurate assessment of the ten- 
dency of 6-methylprednisolone to give rise to such 
complications as osteoporosis and peptic ulcer. So far 
as the metabolic effects of the two drugs were con- 
cerned, little difference was detected between them. 
The authors conclude that the results of this study 
indicate that the new compound differs in no essential 
from prednisolone. A. Garland 


663. Relation of High Molecular Weight Proteins to 
the Serological Reactions in Rheumatoid Arthritis 

E. C. FRANKLIN, H. G. KUNKEL, H. J. MULLER-EBER- 
HARD, and H. R. HOLMAN. Annals of the Rheumatic 
Diseases [Ann. rheum. Dis.| 16, 315-321, Sept., 1957. 
4 figs., 12 refs. 


The association of the “‘ rheumatoid factor” in the 
serum of patients with rheumatoid arthritis with a 
macroglobulin was further confirmed at the Rockefeller 
Institute, New York, in a study of sera from 31 cases of 
rheumatoid arthritis and 37 healthy control subjects. 
Ultracentrifugal analysis of serum protein fractions in 
both groups showed the presence of a peak with a sedi- 
mentation coefficient of 19 S. In 14 of the sera from 
cases of rheumatoid arthritis an additional peak corre- 
sponding to a sedimentation coefficient of 22 S was 
observed. The activity of the rheumatoid factor in 
each serum was determined by means of the y-globulin 
precipitation test, the sensitized sheep-cell agglutination 
test, the latex fixation test, and the Rh agglutination test 
and a close correlation was found to exist between sero- 
logical activity and the amount of the 22-S fraction present. 
Ultracentrifugation of electrophoretically isolated protein 
fractions from sera from cases of rheumatoid arthritis 
showed the high-molecular-weight component to be 
associated only with the y-globulin fraction. The 
amount of 22-S material present in any serum could 
be roughly correlated with its serological titre. In fresh 
serum the 22-S complex was shown to be labile, and was 
dissociated by urea or by acid at pH 3-0 into equal pro- 
portions of 19-S and 7-S elements, of which the former 
was highly active. Re-formation of the 22-S particle was 
not possible. Complete dissociation of both 22-S and 
19-S particles was accomplished with mercapto-ethanol 
and with cysteine, after which complete loss of serological 
activity was observed. Analysis of the precipitates 
formed on the addition of Fraction-II y globulin to 
rheumatoid sera indicated that they contained approxi- 
mately 50% of 19-S material. The authors conclude that 
these results suggest that the rheumatoid factor is a 
y globulin with a sedimentation coefficient of 19 S, 
but that it exists in vivo primarily as a complex with a 
sedimentation coefficient of 22S. They suggest that 
the 19-S particles may represent an antibody and the 22-S 


particles a circulating antigen-antibody complex, but 
the nature of the 7-S component remains as yet undeter- 
mined. The ultracentrifugal method is regarded as 
probably relatively insensitive for the determination of 
22-S material. 
[These results confirm the work of Svartz (Acta med. 


. scand., 1957, 158, 163; Abstr. Wid Med., 1958, 23, 124), 


in which the rheumatoid factor was identified with a sedi- 
mentation coefficient of 19 to 20 S.] Harry Coke 


664. Hyperglobulinaemia in Rheumatoid Arthritis: Its 
Relationship with Disease Activity and Its Changes under 
Adrenocortical Treatment . 

L. Bonomo. Annals of the Rheumatic Diseases [Ann. 
rheum. Dis.| 16, 340-351, Sept., 1957. 4 figs., 40 refs. 


The serum protein pattern was determined by zone 
electrophoresis on 156 specimens of serum from 56 
patients with rheumatoid arthritis, 7 with osteoarthritis, 
and 10 healthy subjects at the West London Hospital. 
The protein fractions were estimated by planimetry of 
curves determined by scanning the stained strip. No 
typical pattern for rheumatoid arthritis was revealed, 
but the generally recognized changes were seen—a rise 
in serum globulin content, particularly in the a2- and 
y2-globulin fractions, and a fall in albumin content. 
The changes in pattern were closely related to the degree 
of disease activity, as judged by pain in the joints, fever, 
loss of weight, anaemia, and the erythrocyte sedimentation 
Tate. 

Serial examinations carried out on 21 patients receiving 
treatment with steroids or ACTH showed appreciable 
changes in the protein pattern towards normal; the a- 
and y2-globulin fractions were the most sensitive to hor- 
mones, levels of the latter sometimes falling below 
normal. A persistently high y-globulin value, despite 
adequate adrenocortical treatment, was indicative of a 
poor response to this type of treatment, while a con- 
siderable fall in the y-globulin value without a corre- 
sponding fall in that of a2 globulin was associated with 
the usual complications of steroid therapy. Extensive 
tables of the individual results are presented. The rela- 
tionship of these changes to reticulo-endothelial hyper- 
activity are discussed, many references being quoted in 
support of an hypothesis of the significance of these hyper- 
immune characteristics in the pathogenesis of rheumatoid 
arthritis. ; Harry Coke 


665. Multi-centre Controlled Trial Comparing Cortisone 
Acetate and Acetyl Salicylic Acid in the Long-term Treat- 
ment of Rheumatoid Arthritis. Results of Three Years’ 
Treatment 

SUB-COMMITTEE OF THE EMPIRE RHEUMATISM COUNCIL. 
Annals of the Rheumatic Diseases [Ann. rheum. Dis.) 16, 
277-289, Sept., 1957. 3 refs. 


A 3-year follow-up study of the results obtained 
respectively with cortisone. acetate and acetylsalicylic 
acid (aspirin) in the treatment of rheumatoid arthritis is 
reported. The therapeutic trials were conducted at 9 
centres in Great Britain, and at the end of the third year 
information was available for 29 patients given cortisone 


7 
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and 24 given aspirin. The dosage of both drugs was 
maintained at the lowest level which would result in 
maximal restoration of functional efficiency and at the 
same time cause minimal side-effects. 

For all practical purposes a similar degree of improve- 
ment was noted in both treatment groups, although 
subjective well-being was more often reported by the 


_ patients receiving cortisone. Transient improvement in 


the haemoglobin level occurred at the end of the first 
year in the cortisone group and at the end of the third 
year in the group given aspirin. No significant difference 
was detected between the two treatment groups in the 
mean erythrocyte sedimentation rate. Radiographs of 
the hand and wrist showed that deterioration had 
occurred in the joints in both treatment groups. So far 
as employment status of the patients and functional 
capacity were concerned, both groups showed com- 


parable progress. Side-effects of aspirin included 


dyspepsia, nausea, and tinnitus, but the side-effects of cor- 
tisone were more severe, and included hypertension and 
indigestion during the first year, perforated peptic ulcer 
(one patient) in the second year, and troublesome oedema 
of the legs (one patient) in the third year. 

A. Garland 


666. The Rheumatoid Factor in Serum and Synovial 
Fluid 

W. A. Kreut, P. L. Botsvert, G. K. pe Forest, and 
M. B. Mucct. Yale Journal of Biology and Medicine 
[Yale J. Biol. Med.| 30, 30-37, Sept., 1957. 13 refs. 


A modification of the Rose—Waaler haemagglutination 
test (Boisvert et al., Yale J. Biol. Med., 1956, 28, 622) 
was applied at Yale University School of Medicine to 
specimens of serum and synovial fluid taken simulta- 
neously from 10 patients with rheumatoid arthritis and 6 
with other types of arthritis. In 5 of the latter cases the 
possibility of rheumatoid arthritis had not been finally 
excluded. The effects of incubating both serum and 
synovial fluid for one hour at 37° C. with various con- 
centrations of hyaluronidase were studied. This pro- 
cedure increased the agglutination titre in the case of 
certain specimens of synovial fluid, the optimum concen- 
tration being found to be between 150 and 250 turbidity 
reducing units per 0-3 ml. of fluid in an acetate buffer of 
PH 6-0, but had no effect on the titre of serum. Similar 
tests were carried out with 8-glucuronidase at pH 6-5, but 
this enzyme had no significant effect. 

In 3 cases of rheumatoid arthritis and one of possible 
rheumatoid arthritis untreated serum gave positive and 
untreated synovial fluid negative results; in 2 cases of 
rheumatoid arthritis both serum and synovial fluid gave 
positive results; and in the remaining 10 cases both gave 
negative results. After hyaluronidase treatment 6 of 
the specimens of synovial fluid which had previously 
given negative results gave a positive result and 3 others 
a borderline result. In 2 of the former and all the latter 
cases the serum had given a negative response, 2 of them 
being cases in which the clinical diagnosis had been 
doubtful. In a further series of tests synovial fluid from 
9 subjects without either rheumatoid arthritis or the 
possibility of such a diagnosis gave negative agglutination 


responses, and only one of these became positive after 
hyaluronidase treatment. 

The authors do not consider that the physical change 
in viscosity resulting from the incubation of synovial 
fluid with hyaluronidase is itself responsible for the un- 
masking effect on the haemagglutination reaction, since 
preliminary experiments have indicated that treatment 
with hyaluronidase can convert an atypical haemagglu- 
tination pattern into a typically positive one even when 
a high viscosity is artificially maintained with glycerol or 
methylcellulose. . E. G. L. Bywaters 


GOUT 


667. 17-Ketosteroid Excretion in Men with Gout 

E. R. Cook, G. D. Kers.ey, and M. Luscomse. Annals 
of the Rheumatic Diseases [Ann. rheum. Dis.] 16, 352- 
356, Sept., 1957. 28 refs. 


In view of the conflicting reports in the literature on 
the urinary excretion of 17-ketosteroids in gout the 
authors, at the Royal National Hospital for Rheumatic 
Diseases, Bath, studied the excretion of total and of 
individual ketosteroids by 19 male patients with gout and 
17 healthy males. The total 17-ketosteroid excretion 
was estimated by two separate methods, and an aliquot 
of the total ketosteroid extract was then partitioned by 
chromatographic fractionation into eight parts. The 
results were expressed as a mean of two or more 24-hour 
specimens. Urine specimens thought to be inadequate 


, as judged by creatinine excretion and volume were dis- 


carded, and no specimen containing more than a trace of 
protein was included. The results in 8 healthy subjects ~ 
and 10 patients with gout aged 37 to 54 years were then 
compared, as were those in 9 healthy subjects and 9 
patients with gout aged 54 to 76 years. 

There was no significant difference between the con- 
trols and the gouty subjects in the total 17-ketosteroid 
excretion. Both showed the usual decrease with age. 
Using the chromatographic technique the authors found 
that there was a tendency for the gouty patients in both 
age groups to excrete slightly less of Fractions 3 and 4, but 
slightly more of 5, 6,7, and 8. However, this difference 
reached a significant degree only with Fraction 5 in the 
younger age group. When Fractions 1 and 2 were added 
together the total B-ketosteroid excretion of the gouty 
patients in the younger age group was lower than that in 
the controls, but the difference was not significant. 
Further analysis of the results showed that the duration 
of disease had no obvious affect on the steroid fractiona- | 
tion pattern. In 4 patients the 17-ketosteroid output was 
studied before and during an attack of gout treated with 
colchicine; no significant variation was observed in the 
total ketosteroid excretion or in the fractionation 

Possible explanations of the previous conflicting 
observations are suggested, such as inadequate control 
of the age factor in group comparison, differing scales of 
values obtained by various analytical methods, and the 
presence of proteinuria. [For details of the methods 

B. M. Ansell 
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668. Rehabilitation in Multiple Sclerosis 
J. B. Rocorr. British Journal of Physical Medicine 
[Brit. J. phys. Med.) 20, 200-204, Sept., 1957. 14 refs. 


It is pointed out in this paper from the Jewish Chronic 
Diseases and Flower and Fifth Avenue Hospitals, New 
York, that rehabilitation in disseminated sclerosis is not 
concerned primarily with the aetiology and cure of the 


disease, but with utilizing the remaining faculties of the » 


disabled subject. The methods employed, therefore, 
are similar to those used in many other neurological 
diseases. The author [wisely] states that disappointing 
results are most frequently due to exacerbations during 
the course of treatment, and the fact that a normal life 
span can usually be expected in patients suffering from 
disseminated sclerosis makes it imperative that rehabilita- 
tory treatment should be given in all cases. 

The medical treatment of spasticity consists in admini- 
stration of antispasmodic drugs—for example, curare— 
but the dosage has to be carefully controlled. Physical 
agents, such as severe exercise, heat, cold, and electrical 
stimulation, have only a temporary effect upon the degree 
of spasticity. Surgical treatment should aim at pre- 
venting contractures and converting spastic paraplegia 
into a flaccid type. Braces should be specially designed 
for each individual; in the case of spasticity the spring 
type of brace is rarely indicated. 

Care of the bowel and bladder is of primary impor- 
tance in the management of patients with disseminated 
sclerosis. Ataxia, a common symptom, is particularly 
difficult to treat, and in cases in which the upper limbs 
are also affected walking may be totally impossible in the 
absence of help from the arms. Careful planning of the 
care of the individual patient is necessary and should 
provide not only for a course of treatment in hospital, 
but also for specially designed apparatus. Attention 
should also be paid to the provision of suitable living 
accommodation. 

Cases of disseminated sclerosis present complex and 
difficult problems, but treatment of them should not be 
withheld for this reason. Leon Gillis 


669. Effect of Static and Dynamic Exercises on Muscular 
Strength and Hypertrophy 

P. J. Rascu and L. E. Morenouse. Journal of Applied 
Physiology {[J. appl. Physiol. 11, 29-34, July, 1957. 
4 figs., 8 refs. 


In an investigation of the functional relationship 
between muscular hypertrophy and strength, carried out 
at the College of Osteopathic Physicians and Surgeons, 
Los Angeles, two matched groups of male junior students 
were studied. One group of 24 performed “ isotonic 
exercises’ while standing, these taking the form of 
elbow flexion (“ curls ””) and arm elevation (“‘ presses ”’) 
using the maximum weight which could be raised five 


times; 5 curls or presses constituted a “‘ set’, three sets 
of each exercise, with a 3-minute rest between, being 


performed daily on 3 days a week. Similarly, the other“ 


group of 25 subjects carried out “ isometric exercises ” 
against a resistance which was equal to two-thirds of 
their maximum strength and was maintained for 15 
seconds, the exercises consisting in attempted elbow 
flexion from a right angle against a spring scale. [It 
would appear that these subjects also performed isometric 
arm elevation exercises. ] 

The study lasted for 6 weeks and both groups were 
reassessed weekly to determine their maximum strength, 
muscle strength being measured with a strain gauge 
dynamometer and also by resistance of a spring balance 
to elbow flexion at 80 degrees in the supine position. 
Muscle bulk was measured as the maximum girth of the 
upper arm with the arm horizontal and elbow flexor 
muscle contracted. The methods are described in great 
detail. 

The results varied considerably. The isotonic-exercise 
group showed improved strength in elbow flexion and 
in arm elevation, 15 and 25 lb. (6-8 and 11-3 kg.) 
respectively, but only 3-5 and 5 Ib. (1-5 and 2-3 kg.) “‘ when 
tested by unpractised methods ”’; there was similar, but 
less, improvement in the contralateral limb. The iso- 
metric-exercise group showed little gain with elbow 
flexion (2 lb.; 0-9 kg.), more gain with arm elevation 
(13 lb.; 5-9 kg.) and approximately 5 Ib. with each un- 
practised test. The contralateral limb showed less 
gain in elbow flexion, about 8 Ib. (3-6 kg.) in arm eleva- 
tion, and gains similar to the exercised arm in the un- 
practised tests. After a rest period of 6 weeks the 
isotonic group showed slight gains, mainly in the contra- 
lateral limb, the maximum being 5 lb. with one unprac- 
tised test. The isometric group lost 1 to 3 Ib. (0°45 to 
1:35 kg.), except in one unpractised test in which they 
gained 1 Ib. and in elevation in which the exercised 
limb lost 11-5 Ib. (5:2 kg.) and the contralateral limb 
6lb. (2:7 kg.) Muscle bulk increased by 1-2 cm. in the 
isotonic group and 0-6 cm. in the isometric group, with 
an increase of approximately 0-4 cm. in the contra- 
lateral limb in each group. After 6 weeks’ rest the iso- 
tonic group had lost 0-6 cm., the other measurements 
varying very little. 

The authors discuss the problem of strength training, 
and stress that isotonic exercises appear to develop 
muscles better, but with unpractised tests this is due 
mainly to acquired skill. In unpractised tests the contra- 
lateral limb improves to a similar degree with either type 
of exercise. J. B. Millard 


670. The Rehabilitation Centre and Rheumatic Disease 
H. S. Ropinson and E. J. BRADLEY. Canadian Medical 
Association Journal (Canad. med. Ass. J.) 77, 131-133, 
July 15, 1957. 1 fig. 
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671. Zoxazolamine and/or Chlorpromazine for Muscle 
Spasm 

J. W. Gipson, S. S. BLUESTONE, and E. W. Lowman. 
Journal of the American Medical Association [J. Amer. 
med. Ass.] 165, 18-20, Sept. 7, 1957. 8 refs. 


A clinical evaluation by the double-blind technique of - 


the efficacy of zoxazolamine and of chlorpromazine in 
the treatment of muscle spasm is reported from the 
Institute of Physical Medicine and Rehabilitation, New 
York University—Bellevue Medical Center. Of 8 patients 
treated, all with moderate to severe spasm, one had 
hemiplegia due to a cerebrovascular accident, one had 
disseminated sclerosis, and 6 had muscle spasm as the 
result of injuries to the spinal cord. The drugs and an 
appropriate placebo for each were given in various 
combinations, the dosage of zoxazolamine ranging from 
500 to 1,000 mg. 4 times a day and that of chlorproma- 
zine from 25 to 50 mg. also 4 times a day. Side-effects 
observed included drowsiness and ‘nausea in 6 of the 
8 patients. 

In the patient with disseminated sclerosis there was a 
slight reduction in spasm; in the remaining patients 
neither the drugs nor the placebos had any beneficial 
effect. I. Ansell 


672. Serum and -fluid Transaminase Con- 
centrations in Various Neurologic Disorders 

R. M. Myerson, J. K. Hurwitz, and T. SALL. New 
England Journal of Medicine [New Engl. J. Med.] 257, 
273-276, Aug. 8, 1957. 11 refs. 


At the Veterans Administration Hospital, Philadelphia, 
the serum transaminase levels were determined in 100 
patients suffering from degenerative, convulsive, neo- 
plastic, vascular, and other neurological disorders, and 
the cerebrospinal-fluid (C.S.F.) transaminase levels in 51 
patients suffering from similar disorders. The levels of 
glutamic oxalacetic transaminase (GOT) and glutamic 
pyruvic transaminase (GPT) were assayed by a modifica- 
tion of the method of Tonhazy et al., pyruvate formed 
through transamination at 37° C. being estimated colori- 
metrically as the 2:4-dinitrophenylhydrazone by the 
method of Friedemann and Haugen (after oxidation of 
oxalacetate formed in the GOT reaction with aniline 
citrate). The normal levels were up to 40 units in serum 
and up to 20 units in the C.S.F. The presence of a blood— 
brain barrier to transaminase was confirmed in 3 patients 
with acute hepatitis and serum GOT and GPT values of 
200 to 1,000 units, the C.S.F. levels being normal. Care 
was taken to exclude from the main study patients with 
co-existing hepatic or cardiac disease which would 
interfere with the serum transaminase levels. 

In cerebral thrombosis, the serum transaminase level 
was increased to 108 units in 11 out of 21 patients in 
whom this was determined one day to 8 years after the 
episode, and a slight rise was found in the C.S.F. level in 


3 different patients between one hour and 30 days 
after the episode. Normal values were found in most 
cases in each of the groups of neurological disorders, 
but sometimes high levels were noted in the serum or 
C.S.F., or both, which could not be correlated with 


the, severity or, duration of the illness, the time of 


major fits, or the ‘degree of muscle wasting; nor was 

any correlation found between the transaminase levels 

or protein, sugar, chloride, or cellular content of the 
SF. 

[The conclusions are based on single analyses, and 
whether of GOT or GPT is not clear. Two serum assays 
are reported in only one patient. Except for 30 patients 
with cerebral vascular disease, C.S.F. and serum trans- 
aminase values are tabulated separately without case 
numbers, and the interval between the two analyses is not 
usually stated in the text.] Celia Oakley 


673. Some Experiences Walton’s Frequency 
Analysis of the Electromyogram 

J. Fex and C. E. T. KmaKAv. Journal of Neurology, 
Neurosurgery and Psychiatry [J. Neurol. Neurosurg. 
Psychiat.] 20, 178-184, Aug., 1957. 3 figs., 5 refs. 


The authors report, from the University of Lund, 
Sweden, their experiences in the use of an audiofrequency 
meter for analysing electromyograms (EMG) as described 
by Walton (J. Neurol. Neurosurg. Psychiat., 1952, 15, 219; 
Abstr. Wild Med., 1953, 13, 422). The latter, on the 
basis of the examination of 172 cases by this method, 
claimed that it facilitated the differentiation between 
muscular wasting of myopathic and neuropathic origin, 
and the present investigation was carried out on 38 
patients in order to test the method, the principles of 
which are fully discussed. The EMG recordings were 
made by means of an electromyograph with a 3-channel 
A.C. amplifier, and the leads were taken with a bipolar 
coaxial needle electrode using a Buchtal’s apparatus, one 
lead being connected to a spectrometer. The spectra 
were photographed. 

The authors present tables showing the maximum or 
peak frequency and usually also two frequency values in 
cases in which the amplitude fell to half the maximum. 
They claim that a fairly reasonable idea of the appear- 
ance of the histogram can be obtained with the help of 
these three paramete:s. Their results, which. on the 
whole are in agreement with Walton’s findings, show that 
the shape of the action potential is mirrored in the fre- 
quency spectrum in such a way as to bring out the 
characteristic differences in the EMG between neuro- 
genic and myogenic atrophy. This is seen partly as a 
displacement of the maximum frequency and partly as a 
change in the shape of the spectrum. They conclude 
that the method has a certain, but limited, value in diag- 
nosis, and suggest that it might be applied to the study 
of synchronization. Kenneth Tyler 
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BRAIN 
674. Anatomical and Clinical Differences between 
Pick’s and Alzheimer’s Diseases. (L’opposition ana- 
tomo-clinique des maladies de Pick et d’Alzheimer) 
J. Deray, S. Brion, and R. Escouroiie. Presse médi- 
cale [Presse méd.| 65, 1495-1497, Sept. 21, 1957; and 
1515-1518, Sept. 25, 1957. 6 figs., bibliography. 


The distinction between Pick’s disease and Alzheimer’s 
disease, recognized by most authors, has been disputed 
by others. The reasons for this confusion lie in the 
inadequacy of the descriptions presented by Pick, which 
were purely macroscopic, and also arise in part from 
Pick’s interest in disturbances of symbolic function caused 
by atrophic lesions of very different aetiologies. 

The present authors are of the opinion that the two 
diseases are anatomically and clinically distinct and in 
this paper base their conclusions on a study of 33 cases 
of dementia due to cerebral atrophy. In 13 cases 
classified as Pick’s disease, of which 7 were verified, 
the anatomical and clinical picture was very different 
from that of Alzheimer’s disease. Macroscopically, the 
cortical atrophy of Pick’s disease is fronto-temporal in 
situation and spares the occipital and posterior temporal 
regions. Histologically, marked gliosis and disappear- 
ance of nerve cells are combined with cellular swelling, 
which is particularly marked in the moderately atrophied 
areas. The white matter is the site of gliosis which is 
sometimes intense, with discrete areas of demyelination. 
Ammon’s horn is especially affected by loss of cells and 
cellular swelling. 

In 24 cases of Alzheimer’s disease, of which 11 were 
verified, the picture was entirely different. Macro- 
scopically, the atrophy is here diffuse, often less marked 
than in Pick’s disease, and mainly affecting the frontal 
or parieto-occipital areas. In the present series the 
occipital areas and the first temporal convolution were 
atrophied in varying degree in all cases. Microscopically, 
the loss of cells (except in one case) appeared to be less 
marked than in Pick’s disease: The nerve cells were 
shrunken, and staining with silver showed abundant 
neurofibrillary degeneration in the neighbourhood of 
numerous senile plaques. Gliosis was moderate. 
Clinically, in Pick’s disease there is a progressive demen- 
tia, with gross disturbance of attention; memory is not 
severely disturbed in the initial stages, but aphasia of 
amnesic type appears; agnosic and apraxic disturbances 
are absent. In Alzheimer’s disease the dementia is more 
profound, with massive disturbance of memory and 
spatial disorientation. An aphaso-agnoso-apraxic syn- 
drome is always present. 

No neurological signs of importance were found in 
the cases of Pick’s disease, but in those of Alzheimer’s 
disease a progressive hypertonia, occasionally with 
akinesia, was seen, presenting a pseudo-Parkinsonian 
picture. The occurrence of epileptic attacks was also 
noted. Air encephalography revealed two main types 
of picture. In Pick’s disease there was constantly a 
localized ventricular dilatation involving the frontal and 
temporal horns of the ventricles and sparing the rest of 
the ventricular system. In Alzheimer’s disease on the 
other hand the ventricular dilatation involved the whole 


ventricular system, with frequent predominance in the 


~ posterior horns. The pericerebral collection of air in 


widened sulci was not found to be of significant diagnostic 
value in either disease. The electroencephalogram is 
very little altered and in Pick’s disease may be normal. 
In Alzheimer’s disease it is more disorganized and 
altered in a diffuse way, slow waves predominating. In 
a few of these cases psychometric examinations have 
made it possible to distinguish Alzheimer’s disease in the 
initial stages by detecting alterations in the praxic and 
gnosic functions, since these remain intact in the initial 
stages of Pick’s disease. J. MacD. Holmes 


675. The Problem of Poriomania. (Das Problem der 
Poriomanie) 

W. v. HALLER. Nervenarzt [Nervenarzt] 28, 385-389, 
Sept. 20, 1957. 


The author discusses the problems raised by various 
states of fugue or wandering away from home (porio- 
mania), describes 2 cases of his own, and reviews the 
literature of this condition. He regards it as important 
to distinguish true impulsive wandering away without 

- motivation or goal from the type of wandering that may 
occur in neurotic states, in which there is always a goal 
even though this is usually unconscious; he would 
exclude all examples of the latter from true poriomania. 
Secondly, the relationship between poriomania as 
described above and epilepsy is considered, and evidence 
is brought forward to show that many of the sufferers 
from poriomania show clinical and/or electroencephalo- 
graphic evidence of congenital or acquired brain injury. 
A psychodynamic interpretation of the symptom of 
wandering is given, together with an explanation of the 
predominance of its occurrence in males aged 11 to 19 


years. 

In view of the close relationship of poriomania to 
epilepsy, the use of anticonvulsant drugs is logical, but 
the author admits that these are not often successful. 
He points out that in other forms of epilepsy the abolition 
of seizures is not necessarily accompanied by a lessening 
of equivalents—sometimes indeed quite the reverse. In 
one of the author’s cases the wandering impulse was 
abolished on one occasion by a single treatment with 
electric convulsion therapy, but this should not be used 
as a regular therapeutic measure since it may only 
contribute further to any brain i injury present. 

J. B. Stanton 


676. Diseases Associated with Poriomania. (Uber die 
Krankheiten, bei denen poriomane Zustaénde vor- 
kommen) 

E. WissFeLp. Nervenarzt [Nervenarzt] 28, 
Sept. 20, 1957. 3 figs., 20 refs. 


This paper from the University Neurological Clinic, 
Frankfurt am Main, reports the electroencephalographic 
(EEG) findings i in 50 patients suffering from poriomania, 
a condition in which the patient suddenly commits im- 
pulsive acts of wandering without motivation, memory 
for which subsequently is often patchy or lacking. The 
literature of the subject, previous EEG findings, and 
opinions on the aetiology of the condition are reviewed. 
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The present series, seen at this clinic during a 5-year 
period, comprised 36 male and 14 female patients. The 
average age of onset of the poriomania was 16 years. 
As a result of clinical and EEG studies the patients 
were placed in the following diagnostic groups: epilep- 
toid psychopaths (16 cases), organic brain damage (11), 
mental defect without signs of brain damage (7), emo- 
tional conflict (7), uncongenial home surroundings (6), 
and a small group characterized by instability of character 
and emotional lability (3). Representative case his- 
tories for each of these groups are given. In one-third 
of the cases a mixture of two or more of the above diag- 
noses was apparent. Abnormal EEGs were recorded in 
22 cases, the majority of these (15) being in the group of 
epileptoid psychopaths, while the remaining 7 were 
among those suffering from organic brain damage, as 
detected by air encephalography and the presence of 
physical signs. In the former group the abnormalities 
consisted in excessive theta activity, with the appearance 
of seizure potentials on hyperventilation; in no case in 
this group was there a focal electrical abnormality. In 
the group with organic brain damage, however, focal 
abnormalities were found in the resting record in 2 cases 
and after hyperventilation in 2 others. The high pro- 
portion ‘of epileptoid psychopaths with an abnormal 
EEG suggests a fairly close relationship between porio- 
mania and epilepsy; it is the author’s opinion, that one- 
third of cases of poriomania are related to epilepsy. 
None of the relatively high number of patients with brain 
injury in the series (11 out of 50) suffered from epilepsy, 
the damage in most of these cases being the result of 
birth trauma or trauma during early infancy. The 
possible role of disturbances of the reticular activating 
system in the production of poriomania in those patients 
who have abnormal EEGs is discussed. The author 
concludes that about half of the cases of poriomania 
may be the result of pathological cerebral activity, but 
agrees that in other cases psychological factors must 
also play a considerable part. J. B. Stanton 


677. A Further Study of Visual-spatial Agnosia 
G. ETTLINGER, E. WARRINGTON, and O. L. ZANGWILL. 
Brain [Brain] 80, 335-361, Sept., 1957. 6 figs., 45 refs. 
Recent studies of visuo-spatial disorder associated 
with unilateral cerebral lesions are reviewed. Ten cases 
are reported in which right-sided posterior cerebral 
lesions in right-handed patients gave rise to character- 
istic disturbances in spatial perception and manipulative 


skill. The findings are evaluated with special reference 


to recent theories of visual agnosia. It is concluded that 
disorders of visual space perception are not wholly 
referable to impairment of differential visual sensitivity, 
unilateral visual extinction, central vestibular derange- 
ment, or to a combination of these factors. Nor are 
they to be viewed as secondary to general intellectual 
impairment, which was appreciable in only one case. A 
tentative explanation in terms of restriction of the field 
of visual attention associated with some degree of con- 
ceptual spatial loss is put forward. The relation of 
visual-spatial agnosia to constructional apraxia and 
kindred high-grade disorders of manipulative skill is 
briefly considered.—[Authors’ summary. ] 


678. Visual Field Defects Due to Optic Nerve Com- 
pression by Mass Lesions 

M. CHAMLIN. A.M.A. Archives of Pathology [A.M.A. 
Arch. Path.) 58, 37-58, July, 1957. 5 figs., 19 refs. 


In this paper from the Albert Einstein College of 
Medicine, Yeshiva University, New York, the difficulties 
arising in the differentiation between field defects due to 
optic nerve compression by a mass lesion and those due 
to optic neuritis are discussed, with reference to both 
early and recent literature. The 25 cases studied by the 
author comprised 14 cases of sphenoidal-ridge menin- 
gioma, 5 of olfactory-groove mengioma, 3 of orbital 
tumour, and 2 of optic neuritis. All cases not verified 
surgically or by other reliable means were eliminated, 
and in the case of olfactory-groove tumours those 
including chiasmal involvement were also excluded. 

The author concludes that in cases of compression of 
the optic nerve by a tumour a discrete “* central ” scotoma 


. is probably not nearly so frequent as the literature implies. 


He has found that in cases in which the pressure on the 
optic nerve takes place well in front of the chiasma a 
peripheral field defect is produced, with an accompanying 
or subsequent central involvement as a direct extension. 
Proportionate involvement of the outer and inner isopters 
was found more frequently than was predominantly inner 
involvement. He draws attention to the contralateral 
temporal field defect found in cases of meningioma of the 
sphenoidal ridge and to the value of this finding in 
estimating the rate of growth and extension of this type 
of tumour. 

Altitudinal field defects may be seen in both optic 
neuritis and compression by a mass, but in optic neuritis 
one defect will, if it spares fixation, always emanate from 
the blind spot, whereas in lesions due to compression 
there is no particular relationship to the blind spot. It 
is concluded that although certain findings in the visual 
field help to differentiate optic neuritis from optic nerve 
compression, others may be a potential source of con- 
fusion, and thus examination of the visual fields alone 
cannot be relied upon to establish the differential 
diagnosis. _ J. R. Hudson 


CEREBRAL VASCULAR DISORDERS 
679. Vertebral Arteriography in the Study of Sub- 
arachnoid 


Hemorrhage 
E. L. Spatz and J. W. D. Butt. Journal of Neuro- 
surgery [J. Neurosurg.] 14, 543-547, Sept., 1957. 3 figs. 


The authors report, from St. George’s Hospital and the. 


National Hospital, Queen Square, London, the results 
of vertebral arteriography in a series of 60 cases of sub- 
arachnoid haemorrhage in which bilateral carotid angio- 
graphy had failed to reveal a source of the bleeding. 
Percutaneous angiography was performed by the 
anterior route under anaesthesia. A causative 
lesion was discovered in 16 cases (26°%), being in 8 an 
aneurysm and in 8 an angioma. All these lesions were 
supplied by vessels not demonstrated by carotid angio- 
graphy, though filling of the posterior cerebral arteries 
had been obtained in 21 cases (359%) by this means. 
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The location of the aneurysms was as follows: 1 verte- 
bral at the level of the foramen magnum, 3 at the basilar 
bifurcation, and 4 on thé posterior cerebral artery near 
the basilar bifurcation. Of the angiomata, 2 were supra- 
tentorial with a posterior cerebral arterial supply, one 
both supra- and infratentorial, and the remaining 5 
infratentorial. Focal neurological abnormality was 
present in 15 cases, in 7 of which no lesion had been 
demonstrated by total arteriography. Focal signs were 
present in 50% of those cases in which a lesion was 
demonstrated by vertebral angiography [but the authors 
do not state whether these signs indicated the situation 
of the lesion]. 

It is concluded that vertebral angiography is indicated 
when carotid angiography reveals no causal lesion in 
cases of subarachnoid haemorrhage. The findings in 
this series confirm that both posterior cerebral arteries 
must be filled in order definitely to exclude a supra- 
tentorial angioma or aneurysm. Brodie Hughes 


680. ‘The Cerebral Collateral Circulation. 2. Produc- 
tion of Cerebral Infarction by Ischemic Anoxia and Its 
Reversibility in Early Stages 

D. DeNNy-Brown and J.'S. Meyer. Neurology [Neuro- 
(Minneap.)| 7, 567-579, Aug., 1957. 11  figs., 
22 refs. 

In a series of experiments performed at Harvard Medi- 
cal School on anaesthetized monkeys the authors sought 
to define the local factors underlying the response of the 
cerebral cortex to ischaemia (induced by rupture or occlu- 


sion of the middle cerebral artery) and the influence on’ 


this response of the cerebral collateral circulation. 
Neuronal function was assessed from electrocorticograms 
and from records of steady potential, and vascular 
changes were observed microscopically. The polaro- 
graphic method was used to follow changes in local tissue 
oxygen tension. 

Occlusion of the middle cerebral artery alone did not 
produce cerebral infarction, and the temporary fall in 
oxygen tension which occurred in the centre of the 
affected area of cortex was reversed by adjustments in the 
collateral circulation derived from the anterior and 
posterior cerebral arteries. Occlusion of the artery in 
the presence of a reduction in blood pressure sufficient to 
compromise the collateral circulation, however, led to 
evidence of both neuronal damage (slowing and eventual 
suppression of the electrocorticogram and appearance of 
an injury potential) and vascular damage (slowing, seg- 
mentation, and finally stasis in the pial circulation). 
There was a close relationship between the development 
of an injury potential and local anoxia, suggesting that 
the former was initiated by anoxic damage to the neu- 
rones. Both the injury potential and the fall in oxygen 
tension were reversible provided the arterial occlusion 
was not prolonged, although after restoration of the 
circulation the latent period for the development of 
further ischaemic neuronal injury after each further 
occlusion was shortened. 

The first evidence of vascular injury was slowing and 
segmentation of the blood column in the terminal venules 
(15 to 60 u in diameter). As the blood flow ceased, these 


vessels dilated to twice their normal diameter at the point 
of their emergence from the cortex and became packed 
with erythrocytes. At first, isolated venules were affected 
in a punctate distribution, but with continued ischaemia 
the areas of venous stasis became confluent. Saturation 
of the circulating blood with trypan blue revealed that 
the stasis was associated with seepage of fluid from the 
vessels and surrounding zones of oedema; endothelial 
damage was also indicated by intense blue staining of 
the walls of the affected venules. If the arterial occlusion 
was maintained, segmentation and stasis eventually 
occurred in arteries and veins of all sizes and infarction 
became complete, the oxygen tension falling to 5 to 20% of 
the control level; a line of demarcation developed 
between the infarcted brain tissue and neighbouring tissue 
which was anaemic but not infarcted, the degree of 
anoxia varying with the systolic blood pressure and 
anatomical variations in the collateral circulation in 
individual animals. The venous microstasis was a con- 
stant accompaniment of cerebral infarction in these 
experiments and always preceded arterial changes. The 
origin of the microstasis on the venous side of the corti- 
cal capillary network suggested that it was due to anoxia; 
this was supported by the fact that identical changes 
resulted from anoxic anoxia (on breathing 100° nitro- 
gen). If the stasis had not endured for more than about 
15 minutes it could be reversed by raising the blood 
pressure with adrenaline and thereby improving the 
collateral circulation, and also occasionally by the 
breathing of oxygen.. Heparin had no effect on micro- 
stasis once it had occurred, but in some of the experi- 
ments it appeared to prevent its development. 

It was notable that thrombosis was not associated 
with the vascular changes of infarction at any stage of 
their development. Infarction from anoxia appears to 
result primarily from damage to the vascular endothelium, 
with consequent oedema, haemoconcentration, sludging, 
and stasis. The authors suggest that in many of the 
clinical conditions termed “cerebral thrombosis the 
primary event may be ischaemic anoxia of this nature. 

- S. G. Owen 


681. The Differential Diagnosis of Intracranial Haemor- 
rhage (Excluding Neuroradiological Methods). (Zur 
Differentialdiagnose intrakranieller Blutungen (unter 
Ausschluss der neuroradiologischen Methoden)) 

W. TONNis, W. ScHIEFER, and W. WALTER. Deutsche 
Zeitschrift fiir Nervenheilkunde [Dtsch. Z. Nervenheilk.| 


176, 666-692, 1957. 6 figs., bibliography. 


In this communication from the University Neuro- 
surgical Clinic, Cologne, the authors discuss 289 cases of 
intracranial haemorrhage occurring among a total of 
3,536 cases seen between 1933 and 1956. Investigation 
showed that 134 resulted from arterio-venous angiomata, 
109 from berry aneurysms, 27 from cerebral tumours, 
and 19 were considered to be cases of spontaneous cere- 
bral haemorrhage. There follows a thorough account 
of the symptomatology of these different causes of bleed- 
ing. The cases of berry aneurysm are divided into 
13 groups, mainly according to the anatomical site of 
the lesion. 
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In the authors’ experience a good indication of the 
origin of intracranial bleeding before resorting to cerebral 
angiography can be gained from clinical examination of 
the patient, which should include auscultation of the 
skull at several points. [The paper is furnished with a 
lengthy and valuable bibliography.]_ _G. S. Crockett 


ENCEPHALITIS 


682. A Type of Acute Meningo-encephalitis of Un- 
determined Origin with a Strong Psychic Component and 
Favourable Outcome. (Méningo-encéphalites aigués 
d’origine indéterminée 4 forte composante psychique et 
a évolution favorable) 

J. RADERMECKER, A. LOWENTHAL, J. MACKEN, and M. 
MEULDERS. Revue neurologique [Rev. neurol.| 97, 21-36, 
July, 1957. 6 refs. 


The authors, reporting from the Institut Bunge, 
Antwerp, describe 4 cases of what they consider to be a 
new type of meningo-encephalitis. All 4 patients were 
males, aged 35, 59, 22, and 28 years respectively. Clini- 
cally, the disease generally began with an “ infectious ” 
episode, followed 5 to 15 days later by transitory neuro- 
logical disturbances with a tendency to be confined to 
one side, and especially by pleomorphic psychic disturb- 
ances. The latter included disorientation, a confusional 
state, disturbance of the sleep rhythm, hallucinations 
(chiefly visual, but sometimes auditory), false identifica- 
tions and confabulation, agitation, childishness, hysterical 
and psychopathic reactions, and severe, long-lasting 
amnesia for the period of the illness. The symptoms 
gradually disappeared, complete recovery taking place 
in one case in a month, whereas in another symptoms 
were still present at the end of 34 months. 

In the first case described the onset was sudden and 
neurological phenomena, which included hemiplegia 
first of the left, then of the right side, were present from 
the start, the psychic disturbances appearing later. 
In the second case the disease began with vomiting, pain in 
the right hypochondrium, mild jaundice, and fever, and 
was complicated by uveitis and conjunctivitis. The 
neurological signs appeared only after 15 days. The 
third case began with rhinopharyngitis and facial ery- 
thema which were followed 4 or 5 days later by convul- 
sions and stupor. The fourth case also began with 
rhinopharyngitis which was followed after 8 days by 
psychic disturbances, but no neurological signs were 
present, though 2 months after the onset Jacksonian 
epileptic attacks developed. In only one case was the 
temperature raised significantly and in 2 it was normal 
throughout. The electroencephalogram in all cases 
showed well marked changes, with the appearance of 
theta rhythms and slow high-voltage waves and spikes 
chiefly confined to the frontal, fronto-temporal, or tem- 
poral region. Electrophoresis of the serum at the onset 
showed an increase in the a2-, B-, and y-globulin content, 
which later fell to normal. In 3 cases there was definite 
increase in the total protein content of the cerebro- 
spinal fluid (up to 142 mg. per 100 ml. in one case) 
and in the cell count. In the fourth case the protein con- 


tent remained normal, though the number of cells was in- 
creased. Electrophoresis of the fluid showed at first an 
increase in the a-globulin content parallel to that found 
in the blood. This gradually diminished, but Jater the 
y-globulin content rose and remained high throughout 
the period of observation. . 

The authors discuss the differential diagnosis of this 
condition from a meningo-encephalitic reaction secon- 
dary, for example, to a perivenous encephalitis, Behcet’s 
syndrome, encephalitis Type A (von Economo), Japanese 
(Type-B) encephalitis, leuco-encephalitis, the necrotizing 
encephalitis of van Bogaert et al. (Rev. neurol., 1955, 92, 
329), and benign lymphocytic meningitis. They are of 
the opinion that the cases described differed in nature 
frorn all these conditions, though they point out that no 
histological or virological studies were carried out. 

R. Wyburn-Mason 


683. A Special Form of Spontaneous Encephalitis 
(Acute, Subacute, and Chronic Relapsing Encephalitis 
with Inclusion Bodies). (Uber eiae besondere Form der 
spontanen Encephalitis (akute, subakute und chronisch- 
rezidivierende Encephalitis mit Einschlusskérperchen)) 
W. Kricke. Nervenarzt [Nervenarzt] 28, 289-301, 
July 20, 1957. 15 figs., bibliography. 


In a rapid survey of the literature the author draws 
attention to the obscure nature of many cases of sporadic 
encephalitis, mentioning particularly the forms associated 
with the names of Striimpell, Pette and Doring, Dawson, 
and van Bogaert. A careful search for inclusion bodies 
in the nervous systems of patients who have died from 
encephalomyelitis of differing clinical forms has, in the 
author’s experience, often been rewarded by the successful 
demonstration of these bodies in nerve cells and oligoden- 
droglia. From the University Neurological Institute, 
Frankfurt am Main, 12 such cases are described, and 
it is suggested that there are good reasons for grouping 
such cases together and separating them from the mixed 
bag labelled ‘“‘ sporadic or spontaneous encephalitis ”’. 

The author’s patients ranged in age from 11 months to 
62 years, and their illness was of varying duration. In 
7 cases it ranged from 4 to 24 days, and these were 
regarded as acute, in 3 cases it lasted from 2.to 64 months 
and was classified as subacute, while in the remaining 2 
it ran a relapsing course for one year and 7 years 
respectively and was termed chronic. In the acute 
form a serous reaction, with lymphocytic infiltration 
and haemorrhagic and necrotizing lesions, occurred. 
In the subacute form, of which often the clinical course 
consisted of several episodes, fresh infiltrative lesions 
coexisted with older areas of gliosis and cell destruction. 
In the 2 chronic relapsing cases a similar picture of 
chronic parenchymal damage (celi outfall, demyelination, 
and axis-cylinder degeneration) with glial proliferation 
was found in company with occasional serous inflamma- 
tory lesions of recent origin. These pathological 
changes affected mainly the cortex of the cerebrum, the 
cerebellum being spared, but necrotizing changes were 
also apparent in the spinal cord, and a radiculopoly- 
neuritis was demonstrated. The inclusion bodies were 
seen mainly in the sites of predilection of the pathological 
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process, namely, the frontal and temporal lobes, includ- 
ing the insula, and also in the cingulate gyrus. 

The aetiology of this inclusion-body encephalitis is 
unknown, but the inclusion bodies present certain simi- 
larities with those seen in herpes simplex encephalitis, and 
the author suggests that further clinical, pathological, 
and virological studies are required in this group of 
cases. J. B. Stanton 


EPILEPSY 


684. Suicide in Epileptics. (Le suicide des épilep- 
tiques) 

J. Deray, P. and R. BaRANDE. Encéphale 
[Encéphale] 44, 401-436, 1957. 1 fig., bibliography. 


The authors report the results of an investigation into 
suicidal tendencies among 346 epileptic patients in or 
attending various psychiatric hospitals in the Paris region. 
The literature on the subject is widely reviewed. ° In most 
previous studies the psycho-pathological mechanisms 
that can lead to suicide have been the primary concern, 
but the present authors have concentrated rather on the 
biological and social factors which condition the situa- 
tion leading up to the suicidal attempt, and in particular 
on the relationship between suicide and various forms of 
antisocial behaviour. To this end they have analysed 
the suicidal attempts of 112 patients, of whom 49 
belonged to a group of 159 epileptics who had been con- 
victed of various crimes, including acts of violence (the 
** medico-legal group”) and were in hospital by order 
of the court; and secondly, of 63 out of 187 epileptic 
subjects who had not been through the courts, but who 
were in hospital on account of behaviour disturbances 
or frequent fits (the “‘ non-medico-legal group-”’”). Thus 
the over-all proportion of attempted suicides for both 
groups was about 33%, that for females being 37°%% as 
against 24°%% for males. 

The two groups were compared from three aspects: 
(1) the degree of seriousness of the attempted suicide; 
(2) the usual mental state of the patient, together with 
data from the family history and from clinical and electro- 
encephalographic (EEG) examinations; (3) the relation- 
ship between the impulse to suicide and duration of the 
epilepsy, and also the immediate social circumstances at the 
time of the attempt. Among the points emerging from 
this analysis were the following. (1) The proportion of 
suicides was equal in the two groups, so that it was not 
possible to divide epileptics into auto-aggressive and 
hetero-aggressive types. (2) The suicidal attempts by 
patients in the medico-legal group were more serious and 
were made. sooner after onset of the epilepsy than those 
in the non-medico-legal group. -It is concluded that 
in the majority of epileptic patients suicidal impulses 
‘ develop during the course of minimal alterations in the 
state of consciousness. Auto-aggression in epileptics, 
whether or not they show hetero-aggressive tendencies 
as well, always co-exists with manifestations of psychic 
epilepsy. In the medico-legal group the EEG studies 
showed a pathognomonic epileptic tracing more fre- 
quently in suicidal patients than in the purely hetero- 
aggressive patients in this group. Localized EEG 


abnormalities did not appear to be correlated with the - 


crises of psychopathic disturbance which might lead to 
suicide. Out of 4 patients (all in the non-medico-legal 
group) with true focal EEG abnormalities in the tem- 
poral lobe, 3 committed suicide when in a melancholic 
state. In both groups a family history of suicide 
appeared to be less evident than a history of epilepsy, 
but a psychopathic heredity was more marked among the 
suicides in the non-medico-legal group. Finally, it is 
pointed out that 82 of the 112 suicidal attempts were 
made before the patients were sent to prison or hospital, 
that is, while they were still at liberty. 

[This is an important contribution, the details of which 
should be studied in the original.] J. B. Stanton 


685. Reading Epilepsy 

H. Stevens. New England Journal of Medicine [New 
Engl. J. Med.\ 257, 165-170, July 25, 1957. 7 figs., 
1 ref. 


The author reports 3 cases of “ reading epilepsy’, a 
newly-described syndrome characterized by attacks 
of unconsciousness, precipitated by reading, which is 
seen in a primary and secondary form. In one case 
of the primary form the patient had a grand-mal seizure 
while reading. The author states that prolonged reading 
and a certain degree of concentration are usually neces- 
sary before the fit will occur, and it is preceded by myo- 
clonic jerks of the lower jaw, which increase in frequency 
until the generalized seizure supervenes. If reading is 
stopped before this stage is reached, the process ceases. 
The electroencephalogram (EEG) in primary cases is 
normal when the patient is awake and asleep and also 
with photic stimulation, but when the patient reads 
during recording bilaterally synchronous spike dis- 
charges appear. In secondary reading epilepsy, 2 cases 
of which are described, fits may occur spontaneously or 
be precipitated by stimuli other than reading, particularly 
photic stimulation. The premonitory jerkings of the 
jaw do not occur in secondary reading epilepsy, and the 
resting EEG may be abnormal. Treatment consists in 
administration of anticonvulsants and avoidance of pro- 

i J. B. Stanton 


C. M. Gruer, J. M. Mosier, and P. Grant. Journal 
of Pharmacology and Experimental Therapeutics {J. 
Pharmacol. exp. Ther.| 120, 184-187, June, 1957. 1 fig., 
3 refs. 


Primidone and shepabestivens were given, each in 
two different dosages and also together, to 20 epileptics 
at Indianapolis General Hospital, Indiana. Each drug, 
the combination, and a placebo were administered at 
8-hourly intervals on 3 successive days each week, and 
the effect was assessed from a record of the type and 
frequency of seizures, the recording being made without 
knowledge of the particular drug administered at the 
time. It was found that 50 mg. of phenobarbitone was 
almost as effective as 250 mg. of primidone. When 
the drugs were given together an additive rather than a 
potentiating effect was obtained. G. S. Crockett 
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7 686. Objective Comparison of Primidone and Pheno- 
barbital in Epileptics 
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687. Catamnestic and Electroencephalographic Investi- 

gations in Pyknolepsy. (Katamnestische Untersuchungen 

und EEG bei Pyknolepsie) 

G. PaaL. Archiv fiir Psychiatrie und Nervenkrankheiten 

ied. Psychiat. Nervenkr.] 196, 48-62, 1957. 7 figs., 
s. 


In view of the doubtful prognosis of pyknolepsy in 


children a clinical and electroencephalographic follow- 


up of 43 such cases, without grand mal, was undertaken 
at’ the Neuropsychiatric Clinic of the University of 
Freiburg. In all cases minor fits with bilateral 
spike-and-wave formations had been registered electro- 
encephalographically and frequent minor seizures had 
occurred during the past few years. There were 23 girls 
and 20 boys and the follow-up period varied from 6 to 
17 years; as a rule the illness had started at the age of 6. 
The clinical manifestations showed fluctuations, but in the 
majority of cases the seizures did not seriously interfere 
with the patient’s activities. 

During the-period of observation the seizures ceased 
_ spontaneously in about one-third of the cases, additional 
grand mal developed in another one-third, and in the 
remainder no change occurred. In the second group 
males were in the majority. In individual patients it 
was found that puberty, menarche, and pregnancy had 
a marked influence on the development of the disease. 
It was concluded that the electroencephalogram does 
not generally provide any definite indication as to the 
ultimate outcome of pyknolepsy, although constant focal 
seizure discharges with isolated spikes amidst serious 
general disturbances indicate the impending development 
of grand mal. After the disappearance of minor fits in 
the first group the characteristic spike-and-wave patterns 
were no longer present, although steep wave formations 
or other anomalies could still be found in the EEG. 

Schmalbach 


CRANIAL NERVES 


688. Neurofibromas of the Fifth Cranial Nerve 
I. Outve and H. J. Svien. Journal of Neurosurgery [J. 
Neurosurg. 14, 484-505, Sept., 1957. 7 figs., 26 refs. 


After a brief review of the literature on neurofibroma 
of the 5th cranial nerve, of which 43 instances have 
been recorded, the authors, writing from the Mayo 
Clinic, present an analysis of a further series of 13 cases 
of solitary neurinoma of the 5th nerve, excluding cases of 
von Recklinghausen’s disease. These tumours occurred 
most commonly in patients in the 4th decade of life. 
In 6 cases the tumour was confined to the middle fossa 
and diagnosis was difficult, the symptoms and signs 
being not always suggestive of a middle fossa location. 
In one case the findings suggested a chiasmal syndrome, 
in another they seemed to point to a cerebello-pontine 
angle lesion, and in a third case a tumour 2:5 cm. in 
diameter was discovered in the Gasserian ganglion at 
necropsy, although there had been no symptoms or signs 
suggestive of a middle-fossa tumour during life. In 3 
cases the tumour invaded both the middle and posterior 
fossae, and the authors emphasize that awareness of this 


NEUROLOGY AND NEUROSURGERY 


211 
possibility is important since in such cases a temporal 
approach with division of the tentorium offers the best 
access. In the remaining 4 cases the tumour was situ- 
ated solely in the posterior fossa and in all these cases the 
symptoms and signs clearly indicated its location, the 
usual picture being one of 5th nerve involvement followed 
by paresis of the 8th nerve and disturbance of cerebellar 
function. 

An unexpected finding was that in the whole series 
there were 3 cases which presented no objective evidence 
of 5th nerve involvement, although in 2 of these the 
tumour was large; further, in only 6 of the remaining 
cases did 5th nerve dysfunction appear as the first symp- 
sory, but in 8 cases there was some motor disorder 
as well. Involvement of the 8th cranial nerve occurred 
in 8 cases, this being the initial complaint in 2. The 
optic pathways were affected in 4 cases, but papilloedema 
was noted in only one. In other cases the 6th, 7th, 10th, 
and 12th cranial nerves were also affected. Ataxia was 
usually present in cases in which the tumour was in the 
posterior fossa. Cerebrospinal fluid was examined in 4 
cases, in all of which the protein content was found to 
be raised. Brodie Hughes 


689. Gliomas of the Optic Pathways in Childhood 
F, D. Fow.er and D. D. Matson. Journal of Neuro- 


surgery [J. Neurosurg.| 14, 515-528, sept, 1957. 7 figs., 
35 refs. 


Study of the literature on glioma of the optic pathways 
discloses two facts of importance, namely, that 75% of 
the reported cases have occurred in children under the 
age of 12 years, and secondly, that these tumours appear 
to be relatively benign and even their partial removal 
may be followed by long symptom-free periods. The 
authors present their findings in a personal series of 13 
cases seen at the Children’s Medical Center (Harvard 
Medical School), Boston, in the past 10 years. All 
occurred in young children and the series formed 79% of 
all gliomata in this age group; the sex incidence was equal 


‘and the average age was 4:3 years. Division into 


orbital and intracranial cases, following Dandy, seemed 
advisable as the two types may present important 
differences. 

In the orbital group (4 cases) proptosis was the first 
symptom. Disturbance of external ocular movement 
was only slight, but papilloedema was present in all 4. 
In no case was there any gross disturbance of the visual 
field, though assessment was difficult as all these patients 
were under 8 months of age; 2 of them had loss of visual 
acuity. In the intracranial group (9 cases) the history 
was usually longer (average 20 months) than in the pre- 
vious group and visual loss was a common primary 
symptom. Field defects were difficult to demonstrate, 
but were probably present. Various combinations of 


‘optic atrophy and papilloedema were found and evidence 


of a raised intracranial pressure was usual. Some of 
the patients developed signs of hypothalamic disturbance 
and in 4 cases there were stigmata of von Reckling- 
hausen’s disease. Plain x-ray appearances were abnor- 
mal in .3 cases in the orbital group, 2 showing 


i 
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circular expansion of the optic foramen and one enlarge- 
ment of the whole orbit. In the intracranial group the 
plain radiographs were abnormal in all cases, 4 showing 
enlargement of the optic foramen and 2 characteristic 
erosion of the sella; this structure presented a pear- 
shaped appearance in lateral films due to erosion of the 
tuberculum sellae and the anterior clinoid process. 
In the remaining 3 cases both changes were present. 
Histologically, the tumours were composed of four types 
of cell: normal oligodendroglia, larger oligodendrocytes, 
cells of astrocytic origin, and large cells looking like 
neurones. All the tumours conformed to this type, no 
difference being noted between those in the orbit, those 
situated intracranially, or those associated with von 
Recklinghausen’s disease. The general appearances 
were those of a mature benign glioma. 

For surgical treatment a routine transfrontal exposure 
of the orbit and chiasmal region is advised. In cases of 
optic nerve tumour the nerve is removed, forward to the 
globe and backward to the chiasma. If histological 
examination shows forward extension of the tumour then 
the globe should be removed at a later date. When only 
small areas of the chiasma are involved these can be 
resected, but if the tumour invades the chiasma widely 
simple biopsy is advisable. Of the 4 patients with orbital 
involvement all survived removal of the tumour and were 
alive with normal vision in the opposite eye at periods 
of 1 and 8 months and 5 and 8 years respectively there- 
after. In the intracranial group 2 patients in whom 
biopsy of a large tumour was carried out died post- 
operatively. In another case grossly complete removal, 
in 4 cases partial removal, and in 2 biopsy was performed. 
All these 7 patients were alive after periods of 1 and 6 
months, 2 years, 4 years (3 cases), and 7 years respectively. 
The remaining 2 inoperable cases received x-ray treat- 
ment, but their subsequent course did not differ from that 
of the others. Brodie Hughes 


NEUROMUSCULAR DISEASES 


690. The Treatment of Progressive Muscular Dys- 
trophy (Erb) with Adenosine Triphosphoric Acid. (Uber 
die Behandlung der Dystrophia musculorum progressiva 
(Erb) mit Adenosintriphosphorsaure) 

P. Ste.Gens. Deutsche medizinische Wochenschrift 
[Dtsch. med. Wschr.| 82, 1761-1763, Oct. 11, 1957. 
2 figs., 7 refs. 


At the University Children’s Clinic, Heidelberg, 5 
patients aged 6} to 12 years suffering from progressive 
muscular dystrophy were treated with adenosine tri- 
phosphoric acid (A.T.A.) and the effects on muscle 
strength and on urinary excretion of creatine and crea- 
tinine observed. All but one of the patients, 3 boys and 
2 girls, presented a typical clinical picture of muscular 
dystrophy [but no clinical details are offered]. Before 
the start of treatment the patients were given a meatless 
diet for one to 2 weeks in order to establish a baseline of 
creatine and creatinine excretion. A.T.A. was then 
administered by the intravenous route in doses varying 
from 20 to 80 mg. daily for 2 to 3 weeks and the urinary 


excretion of creatine and creatinine again determined. 
A.T.A. was also administered to 2 healthy children as a 
control. 

Before treatment, while receiving normal hospital diet, 
the dystrophic children showed the classic decreased 
creatinine excretion and increased creatine excretion, 
but during the period of meatless dieting the urinary 
excretion of both these substances fell. During the 
administration of A.T.A. 3 of the patients showed a 
decrease or complete absence of creatine in the urine 
and an increase in creatinine excretion; the remaining 
2 patients and one healthy control showed no significant 
change, while the second control patient had increased 
excretion of both creatine and creatinine. Side-effects 
attributable to A.T.A. were slight and no complications 
were encountered. Some increase in muscular strength 
during the period of treatment was noted in 2 patients, 
but none in the other 3. The author discusses these dis- 
appointing results in the light of favourable reports 
which have appeared in the literature. He suggests that 
one possible explanation lies in differences in the technique 
of estimation of creatine excretion, which may give an 
erroneous result by the inclusion of “* pseudo-creatine ”’ 
substances in patients suffering from muscular disease. 

J. B. Stanton 


691. The Mechanism of Nocturnal Muscle Cramps and 
Their Treatment with Atropine. (iccnnenopaHue mexa- 
HH38Ma HOYHBIX MBILUICYHBIX KOHTPpaKTyp HX 
aTpOmHHOM) 

I. BRUKNER. Kaunuyecxan Meduyuna [Klin. Med. 
(Mosk.)] 35, 100-103, No. 9, Sept., 1957. 


The author believes that muscle cramps occurring at 
night are caused by a disturbance of the equilibrium 
which normally exists between acetylcholine and cholines- 
terase at the myoneural junctions. On this hypothesis 
he treated 32 patients predisposed to cramp with atropine 


_in doses of 0-6 to 1-2 mg. before going to bed. The 


treatment proved successful in all the cases observed. 
A. Orley 


692. Treatment of Myasthenia Gravis. Prolonged 
Action with Multiple-dose Tablets of Neostigmine Bromide 
and Mestinon Bromide 

R. S. ScHwas, K. E. OsseRMAN, and J. E. TETHER. 
Journal of the American Medical Association [J. Amer. 
med. Ass.] 165, 671-674, Oct. 12, 1957. 8 refs. 


One of the difficulties in the treatment of myasthenia 
gravis is the short period of action of neostigmine and of 
mestinon (pyridostigmine). ‘“‘ Slow-release tablets 
of these drugs have therefore been prepared, those of 
neostigmine containing 45 mg. (equivalent to 3 standard 
tablets) or half this dosage, and those of mestinon con- 
taining 180 mg. or 60 mg., and the use of these tablets at 
three clinics in the U.S.A. during 1956 is here reported: 

In general, the results have been satisfactory. Of 85 
patients with myasthenia gravis who were given the pro- 
longed-action tablets in place of the ordinary neostigmine 
tablets which they had been taking hitherto, 54 preferred 
the former. The duration of effectiveness of these tab- 
lets varied from 3 to 12 hours, with an average of 6 to 
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7 hours. Prolonged-action mestinon tablets were tried 
on 83 patients who had previously been controlled with 
the ordinary tablets and were preferred by 61 of them. 
The action of these tablets generally lasts about 24 times 
as long as that of the standard mestinon tablets. The 
greatest value of prolonged-action tablets seems to be in 
eliminating the need to take doses during the night. 
J. W. Aldren Turner 


AUTONOMIC NERVOUS SYSTEM 


693. Reliability of Epinephrine—Methacholine (Mecho- 
lyl) Testing 

R. B. SLoANg, D. J. Lewis, and P. Sater. A.M.A. 
Archives of Neurology and Psychiatry [A.M.A. Arch. 
Neurol. Psychiat.| 78, 294-300, Sept., 1957. 1 fig., 
4 refs. 


An investigation was carried out at the Bethlem Royal 
and Maudsley Hospitals, London, of the reliability of the 
adrenaline-methacholine test of autonomic reactivity 
described by Funkenstein et al. (Ass. Res. nerv. Dis. 
Proc., 1953, 31, 245), which was applied to 111 psychia- 
tric patients between the ages of 16 and 69. The aims 
of the study were: to make test-retest comparisons of the 
responses to the two drugs separately under slightly 
differing conditions; to note the effect of giving both 
drugs on the same day and of reversing tie order of 
giving them on reliability and of a preceding injection of 
adrenaline upon the methacholine response; to test the 
effect of giving 0-025 mg. instead of the conventional 
0-05 mg. of adrenaline; and to determine whether 
differences between the recording personnel in the 
administration of the test might affect the results. 

The blood-pressure responses to adrenaline and 
methacholine were assessed by nurses under standardized 
conditions—the readings were taken in the morning 
after an overnight fast, the patient lay recumbent for 30 
minutes before starting the test, and all readings were 
taken from the same arm. 

Test-retest comparisons were made in terms of 11 
variables—3 involving basal levels of systolic blood 
pressure, 2 the extent and duration of response to 
adrenaline, and 6 the description of the methacholine- 
response curve. In addition, a further 2 variables were 
employed, namely, the concordance of blood-pressure 
groupings and concordance of prognostic predictions on 
test-retest. 

It was concluded that the test-retest reliability of the 
blood-pressure response to adrenaline and methacholine 
is fair, the reliability being greater when the drugs are 
given on separate days and also when both tests are 
carried out by the same observer. The test with 0-05 
mg. of adrenaline gave more reliable results than that 
with 0-025 mg. The methacholine response proved to 
be more reliable when administration of the drug was 
not preceded by administration of adrenaline on the 
same day; this is considered to be due to the fact that 
the diphasic action of adrenaline upon the systolic blood 
pressure has a marked tendency to disrupt homeostasis. 
It is suggested that when the test is used for prognostic 
purposes in respect of electric convulsion therapy the 


drugs should be given on separate days or that. metha-. 
choline be given alone. If both drugs are given on the 
same day the methacholine should be given first. 

A. Balfour Sclare 


694. The Reliability of the Mecholyl Test | 

E. J. Lotsor and J. Yosst. Psychosomatic Medicine 
[Psychosom. Med.] 19, 370-373, Sept.-Oct., 1957. 9 
refs. 


An investigation is reported from the University of 
California, Los Angeles, into the reliability—particularly 
on test-retest—of the autonomic responsivity test of 
Funkenstein et al. (Amer. J. Psychiat., 1949, 16, 106), in 
which the response of the blood pressure to the injection 
of “‘ mecholyl ” (methacholine) is used as an indicator, 
and of the similar test with adrenaline. The subjects 
were 30 psychiatric patients chosen at random, with 15 
medical students as controls. All received 0-025 mg. of 
adrenaline intravecously on the first and third days of 
the experiment and 10 mg. of methacholine intramuscu- 


- larly on the second and fourth days. To eliminate the 


possible influence of “* diurnal factors” the psychiatric 
patients were divided into (1) a ‘*‘ morning group”’ of 15 
who received all the injections in the morning and (2) an 
** afternoon group ” who received the initial tests in the 
morning and the retests in the afternoon. The controls 
received morning injections. Basal systolic and dia- 
stolic blood-pressure readings were made at one-minute 
intervals for 5 minutes by the auscultatory method 2 
hours after a meal and when the subject had been lying 
supine for 30 minutes. The appropriate drug was then 
injected and serial readings were taken at half-minute 
intervals for 10 minutes after adrenaline and for 25 
minutes or until the blood pressure had returnéd to the 
base level and had remained there for 5 minutes in the 
case of methacholine. 

Preliminary analysis showed that the response ta 
adrenaline was ‘‘ somewhat” reliable. In the case of 
the mecholyl response a product-moment correlation (r) 
was Calculated in each case between the two administra- 
tions of the drug and a mean correlation derived for each 
group of patients in respect of various methods of inter- 
pretation of the results. These figures revealed a rather 
low order of test-retest reliability. Thus for the maxi- 


mum fall in systolic blood pressure after methacholine _ 


administration r for Group 1 was 0-77, for Group 2 
0-73, and for the control group 0-50. It is therefore 
suggested that further research is necessary to reduce 
the variability of the results obtained, no appraisal of 
the validity of the test as an indicator of autonomic 
reactivity being possible until its reliability has been 
established. 

[These results are somewhat at variance with those of 
Sloane et al. (see Abstract 693), who found fair test— 
retest reliability in the blood-pressure response to 
methacholine. ] A. Balfour Sclare 


695. Pheochromocytoma: a Review of the Literature 
D. B. WATKINS. Journal of Chronic Diseases [J. chron, 
Dis.] 6, 510-527, Nov., 1957. Bibliography. 
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696. Depth Electrographic Recording of a Seizure during 
a Structured Interview. Report of a Case 

U. C. GROETHUYSEN, D. B. Ropinson, C. H. HAYLETT, 
H. R. Estes, and A. M. JoHNsON. Psychosomatic 
Medicine (Psychosom. Med.| 19, 353-362, Sept.—Oct., 
1957. 4 figs., 18 refs. 


From the Mayo Foundation the authors report an 
investigation carried out at the Rochester State Hospital, 
Minnesota, on a 46-year-old catatonic schizophrenic 
woman before treatment by prefrontal leucotomy. In 
this case there was a family and personal history of infan- 
tile convulsions, but the patient had had no fits since early 
childhood. The aim of the study was to discover by 
means of cerebral depth electrography during a “ struc- 
tured ”’ interview whether affectively-laden psychological 
material could lead to the recurrence of convulsions 
under controlled conditions. Depth electrography was 
preferred to surface electroencephalography since the 
latter was held to be a dubious indicator of deeper 
electrophysiological discharge phenomena. 

The patient’s psychosis dated from the age of 18 and 
had been previously treated with electric convulsion 
therapy and chlorpromazine. Interviews with the 
patient’s.mother disclosed strong presumptive evidence 
that traumatic sexual advances had been made by her 
father shortly before the onset of her illness. The 
investigators made use of this psychological information 
in an attempt to establish communication with the 
patient, who had hitherto been relatively unresponsive 
and mute. The patient was interviewed 16 times before 
the crucial experiment; during this preliminary phase 
she became emotionally disturbed on one occasiori 
when it was revealed to her that the investigators were 


aware that her father had been sexually attracted to her. - 


Four depth electrodes were implanted in each hemisphere 
8 days before the final structured interview and control 
recordings made on 4 occasions; these revealed no focal 
or paroxysmal abnormality at this stage. 

The structured interview with the patient was carried 
out with the aid of a prepared script, simultaneous depth 
electrographic recordings being made. When the 
physician presented material referring directly to the 
patient’s presumed murderous phantasies towards her 
father medium-voltage activity at a frequency of 4 to 5 
c.p.s. was noted within 5 seconds over the left amygdala. 
The frequency and voltage of the new wave pattern 
increased rapidly and the patient developed an epileptic 
convulsion after 11 minutes. The seizure was regarded 
as possibly representing a complex psychological defence 
in the face of a highly traumatic revived experience and 
on the basis of a constitutionally dysrhythmic tendency. 
It was thought, furthermore, that the necessary physical 
restraint during the depth recordings might have helped 
to promote re-animation of the earlier psychological 
trauma with its associated rage and fear. ' 

A. Balfour Sclare - 


697. Observations on Psychological Aspects of Anorexia 
Nervosa 

B. C. Meyer and L. A. WeINROTH. Psychosomatic 
Medicine (Psychosom. Med.| 19,: 389-398, Sept.—Oct., 
1957. 8 refs. 


From the Mount Sinai Hospital, New York, the 
authors report a clinical study of 4 cases of anorexia 
nervosa, one case being presented in detail and scattered 
observations reported from the other three. Clinical 
patterns emerge from this material and inferences are 
drawn with respect to the psychodynamics, psychiatric 
diagnosis, and treatment of anorexia nervosa. 

Attention is drawn particularly to the following clinical 
features, which are found to occur regularly. (1) A 
virtually phobic attitude towards the possibility of weight 
gain, the patient, for instance, becoming obsessed with 
her figure, especially the abdominal profile. (2) Phases 
of bulimia alternating with anorexia. (3) Constipation: 
the retention of faeces, as of food, may be regarded as 
* bad ”, and this may lead to energetic attempts to clear 
the bowel by such means as daily enemata or anal mani- 
pulations. (4) The role of environmental pregnancy and 
siblings: pregnancy in a near relative may re-awaken 
childhood feelings of oral deprivation with associated 
aggressive phantasies in relation to siblings. (5) Affec- 
tive disturbance; elation may accompany the anorexic 
phase and depression the bulimic phase, or vice versa. 

Psychodynamically, oral problems are considered to 
be of greater aetiological relevance than oedipal conflicts 
which, in the opinion of the authors, have been over- 
emphasized by other workers. Clinical evidence is 
submitted indicating a primary disorder of the child- 
mother relationship during the preverbal phase of 
emotional development. 

Despite the typical obsessional facade in such patients, 
there is commonly an underlying psychotic process. Of 
the 4 patients studied, 2 ultimately required treatment in 
a mental hospital. The relentless pursuit of starvation 
in these anorexic cases represents a type of “ ego-alien ” 
goal which characterizes many psychotic disorders. 
Orthodox psychoanalytical therapy has little to offer in 
the treatment of anorexia nervosa and the most effective 


form of treatment consists in a more informal exploita- — 


tion of the physician—patient relationship. 
A. Balfour Sclare 


698. Use eof Chlorpromazine in Two Hundred and 
Seventy-eight Mentally Deficient Patients 

G. TARJAN, V. E. Lowery, and S. W. Wricut. A.M.A. 
Journal of Diseases of Children [A.M.A. J. Dis. Child.} 
94, 294-300, Sept., 1957. 19 refs. 

During the year ending July, 1956, chlorpromazine 
was given to 278 mentally defective patients of all ages 
at Pacific State Hospital, Los Angeles, and its effect on 
behavioural symptoms studied. The drug was given 
in a dosage of 25 to 700 mg. daily according to weight 
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(and therefore age) of the patient, the duration of treat- 
ment ranging from 2 to 296 days. When the effect of 
the drug was assessed on the changes in such factors 
as hyperactivity, aggressiveness, withdrawal, destructive- 
ness, self-injury, and feeding difficulties it was found that 
70 to 80% of the patients showed improvement. Age 
and I.Q. and the diagnosis in individual patients had no 
influence on the results. Complications, which were 
transient, occurred in 27 cases, the commonest being 
drowsiness (14 cases). In 12 cases an increase in the 
number of epileptic seizures was noted, although in 10 
of these there was a concomitant reduction in the dosage 
of phenobarbitone. No jaundice, Parkinsonism, skin 


_Tashes, or blood dyscrasia occurred. Contact dermatitis 


was noted in some of those handling the drug. 
G. de M. Rudolf 


TREATMENT 


_ 699. Memory Disturbances after Electroconvulsive 


Therapy. I. Conditions 6 Hours after Electroshock Treat- 
ment. [In English] 

B. CRONHOLM and L. MOLANDER. Acta psychiatrica et 
neurologica Scandinavica [Acta psychiat. scand.] 32, 280- 
306, 1957. 3 figs., bibliography. 


The authors have investigated the impairment, if any, 
of intellectual function after electric convulsion therapy 
(E.C.T.) in 24 in-patients aged 15 to 59 receiving psychi- 
atric treatment at the Karolinska Institute, Stockholm. 
The diagnoses in these cases were psychoneurosis, mild 
depression, and psychopathic personality. A control 
group consisted of 12 in-patients of comparable age 
range and diagnosis. A battery of tests was given a 
few days before the first E.C.T. and a different. but 
equivalent battery 6 hours after the second E.C.T. The 
control group were similarly tested, except that they 
received only the usual premedication given before E.C.T. 
(consisting in injections of methylscopolamine nitrate 
and hexobarbitone) without the actual treatment. (This 
type of premedication has been shown to cause no intel- 
lectual impairment.) The tests employed are fully 
described. 

The most significant effects of E.C.T. were revealed by 
a paired-word test, consisting of 30 items, which was so 
constructed that the paired word was not likely to occur 
in more than 5°% of free associations to the stimulus 
word. After administration of E.C.T. fewer paired 
words could be recalled immediately after learning 
(average difference 2:5 items) and still fewer 3 hours after 
learning (average difference 10-5 items) than before the 
application of E.C.T. These differences are highly 
significant statistically. The control group showed no 


‘changes between the results of the first and second tests. 
A figure-recognition test and a short-story test also 


indicated a significant reduction of correct answers after 
E.C.T., especially 3 hours after learning. Other tests— 


‘such as drawing geometrical figures from memory, 


“* digit span ” (that is, repeating numerals forwards and 
backwards), cancellation of letters in meaningless and 


meaningful texts, and a multiple-choice vocabulary test 


—did not, however, reveal a significant reduction in the 
number of correct responses after E.C.T. The authors 
suggest that these results show that E.C.T. has an adverse 


effect on a hypothetical variable which they define — 


operationally and term “ retention ’’, but that the facul- 
ties of “learning” and “recall” are less affected by 
E.C.T. F. K. Taylor 


700. Prochlorpemazine in Psychiatry. (La prochlor- 
pémazine en psychiatrie) 

P. J. Perrin, H. MAurer, P. LAMBERT, 
A. ACHAINTRE, P. BaLvet, M. BEAUJARD, L. REVOL, 
A. Reguet, and C.-BerTHIER. Presse médicale (Presse 
méd.] 65, 1628-1631, Oct. 12, 1957. 6 refs. 


The remarkable efficacy of chlorpromazine in the 
treatment of psychiatric syndromes has led to research 
into the group of phenothiazines to which this drug 
belongs, resulting in the production of “* prochlorpema- 
zine” (also known as “ stemetil”’ and “6140 RP”). 
This paper describes the treatment with this drug of 91 
men and 149 women at hospitals in various parts of 
France during a period of 2 years. The drug was most 
effective when given in doses varying from 75 to 250 mg. 
and in most cases was given orally. 

In states of excitement, particularly acute mania, com- 
plete remission was obtained in 10 out of 22 cases. The 
drug was also very effective in chronic delirious states, 
especially in patients with auditory hallucinations, and 
was considered to be as effective as chlorpromazine in 
schizophrenic conditions and more effective in cases of 
catatonia and paranoia. The authors state that prochlor- 
pemazine is more liable to produce symptoms of intoler- 
ance than is chlorpromazine, and should therefore be 
used with some care. They note that paroxysmal 
attacks of disturbed consciousness, with pallor, opistho- 
tonos, and contractures of the limbs, sometimes occur 
and may be associated with incontinence of urine, and 
report the curious fact that these attacks may some- 
times be stopped by strong verbal injunctions. In some 
cases minor contractures such as trismus and torticollis 
have been observed, but none of these symptoms is an 
indication for stopping treatment. The appearance of 
Parkinsonian symptoms has béen reported in 31% of 
cases, muscular hypotonia was sometimes seen, but 
somnolence was less common. It is suggested that pro- 
chlorpemazine provides a useful new weapon of attack 
on long-standing psychoses which have proved intrac- 
table to other methods of treatment. The neuro- 
toxic manifestations may be minimized by giving 
“ artane ” (benzhexol hydrochloride) or scopolamine. 

J. MacD. Holmes 


701. Clinical Experiences with Serpasil Treatment in a 
Mental Hospital. [Monograph in English] . 

E. ANDERSEN, A. Kemp, A. KIRKEGAARD, G. KIRKE- 
GAARD, T. KLINKEN-RASMUSSEM, T. LYAGER, J. B. NIEL- 
SEN, H. Orsen, E. Roxxsagr, P. S. Rontorp, and F. 
SCHULSINGER. Acta psychiatrica et neurologica Scan- 
dinavica [Acta psychiat. neurol. scand.| 32, Suppl. 117, 
1-82, 1957. 7 figs., bibliography. , 
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Dermatology 


702. Defective Epidermal Protein Méetabolism in 
Psoriasis. Chemical Analysis of Scales as a Diagnostic 
Test 

P. Fiescu and E. C. J. Esopa. A.M.A. Archives of 
Dermatology [A.M.A. Arch. Derm.] 76, 393-401, Oct., 
1957. 5 figs., 14 refs. 


In this paper from the University of Pennsylvania 
School of Medicine, Philadelphia, the authors discuss 
certain physical and chemical abnormalities observed in 
the scales from lesions in psoriasis. The two major 
physical abnormalities in the water-soluble (non-keratin- 
ous) fraction of the scales are a decrease in the water- 
binding capacity and impairment of the passage of fluids 
through a column of pulverized scales. Chemical 
abnormalities, also in the water-soluble fraction, are 
a low free amino nitrogen content and a high sulphydryl 
content. On the basis of these findings it is suggested 
that psoriasis is a disease of abnormal and incomplete 
cellular decomposition with abnormal utilization of 
amino-acids for keratin synthesis. The low free amino 
nitrogen content is considered to be the result of a 
decreased ability of the skin to split some protein decom- 
position products, this deficient proteolytic activity being 
due possibly to the lack of an enzyme activator or to the 
presence of.an inhibitor. The authors are unable to 
suggest a cause for these changes. In their view the 
presence together of the two chemical abnormalities is 
specific enough to constitute a diagnostic test for psori- 
asis. In 20 cases of psoriasis which they examined the 
scales showed these chemical abnormalities. However, 
positive results were also obtained in 2 cases of Reiter’s 
disease, 2 of mycosis fungoides, and one case of sebor- 
rhoeic dermatitis out of a total of 15 additional cases 
examined. It is pointed out that these diseases may also 
present similar diagnostic difficulties on morphological 
grounds. Benjamin Schwartz 


703. Mycosis Fungoides, Tumor Stage, Five- to Eight- 
year Cures with Antimonials. A Follow-up Report of 
Two Cases, with the First Complete Report of a Third Case 
J. Gars. A.M.A. Archives of Dermatology [A.M.A. 
Arch. Derm.} 76, 452-455, Oct., 1957. 5 figs., 12 refs. 


The results obtained with antimonial drugs in mycosis 
fungoides in the tumour stage in 3 female patients at 
New York University Hospital are reported. The first 
patient, aged 59, with a history of ulcerative tumours for 
more than 8 years, was given “* 10 intravenous 1% tartar 
emetic injections, 5 ml. each, 3 times weekly ”’, followed 
by 73 injections of “stibanose” (the diethylamino- 
ethanol salt of sodium antimony gluconate) and 42 
injections of stibophen. The last injection was given in 
January, 1949, and the patient has been completely free 
from lesions since November, 1948. A biopsy specimen 
taken in 1956 from a previously affected site was reported 
to be normal. The second patient, aged 61, with a 6- 


month history of infiltrated and nodular growths, received 
** 26 injections of 1°% tartar emetic solution, 5 ml. each, 
3 times weekly ” and 19 injections of 8 ml. of stibanose. 
The patient has been free from lesions since May, 1948. 
The third patient, aged 51, who had a history of infiltrated 
plaques for 2 months, was given 24 intramuscular injec- 
tions, each of 3 ml., of lithium antimony thiomalate 
(“‘ anthiomaline ’’), There was a good response at first, 
but after 3 months the condition relapsed; with a further 
course of treatment there was a rapid response and the 


patient has remained free from lesions since November, ~ 


1951. 

The author considers that antimony is specific for the 
treatment of “clear-cut ’’ cases of mycosis fungoides, 
when a response should be obtained in 6 to 8 weeks. In 
3 further cases of reticulum-cell sarcoma with bone 
metastases and one case of mycosis fungoides associated 
with coccidioidomycosis similar treatment was without 
effect. It is suggested that in cases of mycosis fungoides 
which do not respond to administration of antimony a 
search should be made for such complications. 

Benjamin Schwartz 


704. Angioma Serpiginosum 
W. FRAIN-BELL. British Journal of Dermatology [Brit. 
J. Derm.) 69, 251-268, July-Aug., 1957. 5 figs., biblio- 
graphy. 

The author reports 11 cases of angioma serpiginosum, 
a rare condition, seen at St. John’s Hospital for Diseases 
of the Skin and the Hospital for Sick Children, Great 
Ormond Street, London. Angioma serpiginosum usually 
develops in early childhood, occurs predominantly in 
females, and commonly affects the lower limbs. It is 
an angiomatoid eruption, consisting of small punctae 
which are discrete at the advancing margin of the lesion 
but coalesce to form gyrate or serpiginous patterns. 
There may be an erythematous background, but no 
induration or scarring. The punctae do not disappear 
on pressure, and bleed freely when pricked. Partial 


regression occurs, but lesions appear to persist and — 


spread throughout life. Histological examination (which 
was carried out in only 4 cases in the present series) 
shows that dilatation of capillaries in the dermal papillae 
is the only essential lesion, this being a dilatation of 
normal vessels and not an angiomatous new formation 
of vessels. The cause of the condition is unknown and 
treatment apparently unnecessary. 

From a review of the literature the author concludes 
that the clinical picture described by British workers (and 
also observed in his own series) of a distinct disease 
entity is consistent, and closely follows that originally 
described by Jonathan Hutchinson in 1889. In the 
U.S.A., however, there has been confusion, especially 
with cases of purpuric eruptions of various types. . 

Bernard Lennox 
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Paediatrics 


705. The Normal Pulmonary Arterial Pressure during 


_ the First Year of Life 


R. D. Rowe and L. S. James. Journal of Pediatrics UU. 
Pediat.] 51, 1-4, July, 1957. 13 refs. 


In the course of a study of the cardiovascular system 
in mongolism measurements of pulmonary arterial 
pressure were obtained from newborn and older infants 
with this disorder, none of whom had any intracardiac 
defects demonstrable on cardiac catheterization. In 
some cases no sedative was administered, in others a 
mixture of promethazine, chlorpromazine, and pethidine 
was given. A No. 5 Lehman catheter was passed from 
the saphenous vein in the groin to the main pulmonary 
artery and a No. 20 needle was inserted into the femoral 
artery at the same site. Pressures were recorded by 
means of a capacitance electromanometer with suitable 
amplification and ‘ne mean of the systolic and diastolic 
pressures obtained electrically. The zero level was taken 
as a point 5 cm. above the table on which the infant lay. 
Readings were obtained from 15 infants, aged between 
2 days and 9 months, while they were breathing air. 

In all the 9 infants over 11 days old the pulmonary 
arterial pressure was within the “ adult” range and did 
not exceed 30 mm. Hg. Of the 6 infants aged 11 days or 
less, the mean pulmonary arterial pressure was much 
higher in 4, the systolic value in these ranging from 40 to 
80 mm. Hg, but was close to the adult range in the 
remaining 2. In 4 of these 6 infants indirect evidence of 
patency of the ductus arteriosus was obtained from 
analysis of the blood oxygen saturation in the pulmonary 
artery, the average level being 99% higher in the pulmon- 
ary artery than in the right ventricle; the ductus arteriosus 
itself was catheterized in one case and angiocardiography 
revealed it to be patent in another. Only one of the 6 
had no demonstrable patency of the ductus arteriosus. 

The authors conclude from the experimental evidence 
obtained by themselves and other workers in newborn 
infants and lambs and from the histology of the lung 
fields that ventilation of the lungs, changes in the ratio 
of lumen area to wall thickness in the small pulmonary 
arteries, and closure of the ductus arteriosus may 
account for the reduction of pulmonary arterial pressure 
to “‘ adult ” levels which occurs in the first 2 weeks of 
life. Pamela Aylett 


706. The Pattern of Response of Pulmonary and Sys- 
temic Arterial Pressures in Newborn and Older Infants to 
Short Periods of Hypoxia 

L. S. James and R. D. Rowe. Journal of Pediatrics [J. 
Pediat.] 51, 5-11, July, 1957. 2 figs., 23 refs. 


In continuation of the investigations reported in their 
previous paper [see Abstract 705] the authors studied 
the changes in pulmonary and systemic arterial pressure 
occurring in response to breathing low and high concen- 
trations of oxygen in 12 infants with mongolian idiocy, 


8 of whom (Group I) were between one and 9 (average 5} 
months old and the remaining 4 (Group II) between 2 
and 17 (average 8) days old. In no case was evidence 
of any organic intracardiac defect found on cardiac 
catheterization, but in the 4 younger babies there was 
direct or indirect evidence of persistent patent foramen 
ovale and ductus arteriosus. Catheterization was carried 
out under local analgesia with the infant quiet or asleep. 
Several infants were studied twice, the second time after 
receiving a mixture of promethazine, chlorpromazine, 
and pethidine. If the baby was restless the readings were 
repeated after an interval of 10 minutes. Arterial and 
venous pressures were recorded from an electromano- 
meter and the blood oxygen saturation was measured by 
means of an oximeter calibrated against gas analyses by 
Van Slyke’s method. After cardiac catheterization and 
a control period the infant was allowed to breathe 10°% 
oxygen in nitrogen for 6 minutes. During this period 
femoral arterial blood samples were taken and systemic 
and pulmonary arterial pressures were recorded at 2- 
minute intervals. Pure oxygen was then substituted for 
5 minutes, when further blood samples and pressure 
readings were obtained. Care was taken to prevent 
dilution of the gas mixtures by room air, the infant’s head 
being placed deeply in a small plastic funnel through 
which the gas to be breathed was passed at a rate of 8 to 
10 litres per minute. [No records are given of measure- 
ments of the oxygen and carbon dioxide content of the 
atmosphere inside the funnel.] 

In Group I on breathing 10% oxygen there was an 
average fall of arterial oxygen saturation to 30°% (range 
9 to 47%) below the control value and an average rise 
of the mean pulmonary arterial pressure to 44°% (range 
27 to 100°) above the control level. There was also an 
average fall of the mean systemic arterial pressure to 6°% 
below the control level, but this lay within the normal 


‘range of variation observed during the control period. 


On changing to 100°% oxygen the arterial oxygen satura- 
tion rose and the pulmonary arterial pressure fell rapidly 
to control levels. In Group II on breathing 109% oxygen 


‘there was an average fall of arterial oxygen saturation to 


55% (range 52 to 62°%) below the control level, while the 
changes in mean pulmonary arterial pressure ranged 
from a fall of 23% to a rise of 90% in the control levels, 
the average being a rise of 17%. However, the mean 
systemic arterial pressure fell by an average of 21% 
(range 5 to 45°%) and this greater fall, together with the 
presence of a patent ductus, probably accounts for the 
difference in response of the pulmonary arterial pressure 
between the two groups. When the pulmonary arterial 


_ pressure was expressed as a percentage of the simul- 


taneously recorded systemic pressure the net result in 
Group II was actually an average rise of 62%. The right 
atrial pressure increased by 300°% in one case at the height 
of anoxia. Breathing 100°% oxygen produced a rapid 
rise in arterial oxygen saturation and fall in pulmonary 
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arterial pressure as in Group I, while the systemic arterial 
pressure fell to a level which was usually lower than the 
control value. Clinically, when the arterial oxygen 
saturation fell to 50°, mild somnolence was prodiced, 
but at a level of 40 or 30% restlessness and crying 
occurred, sometimes with gasping. One infant had a 
period of apnoea at the height of anoxia. Pallor was 
found to be a better indication of anoxia than cyanosis. 
The authors suggest that these results indicate that the 
response to hypoxia of infants in whom the neonatal 
circulatory adjustments involving the lungs and ductus 
arteriosus are incomplete differs markedly from that of 
older infants. In the latter the response resembles in 
pattern the response of adults, though being considerably 
greater in amount. In the former “a short period of 
anoxia may produce a dramatic change in the circulatory 
dynamics, so that venous blood may by-pass the lungs 
at both the foramen ovale and ductus arteriosus level, 
producing a precipitous fall in arterial oxygen saturation. 
Angiocardiographic evidence indicates that this fetal pat- 
tern of circulation is present during the respiratory distress 
syndrome of newborn infants ”’. Pamela Aylett 


NEONATAL DISORDERS AND 
PREMATURITY 


707. Cyanotic Attacks in Newborn Infants 
R. S. ILtiInGwortH. Archives of Disease in Childhood 
[Arch. Dis. Childh.] 32, 328-332, Aug., 1957. 7 refs. 


At the Children’s Hospital and Jessop Hospital for 
Women, Sheffield, the author has studied 170 babies 
suffering neonatal cyanotic attacks. Of these infants 
60% were premature, compared with 10°%% of all babies 
born in these hospitals during the same period. In 40% 
the first attack occurred during the first 24 hours, in 
72%, during the first 3 days, and only 6 infants had the 
first attack more than one week after birth—in one case 
on the 27th day; 40° of the infants had one attack, 
32% had 2 to 4 attacks, while 28% had 5 or more. 
Toxaemia, hypertension, and antepartum haemorrhage 
in the mother were definitely associated with cyanotic 
attacks in the infant, and this association was unrelated 
to prematurity. There was no apparent association of 
the attacks with the age of the mother, or with twin 
pregnancy. Asphyxia of Grade 2 or 3 was present at 
birth in 41 (24%) of these infants, compared with an 
incidence of 46% among all babies. Twitching or 
a convulsion was noted in 27 of the patients, but in none 
of them was it always associated with a cyanotic attack. 

At necropsy, carried out on 72 of the 82 infants (48%) 
who died, the principal findings were severe atelectasis, 
with or without hyaline membrane, in 36°% and gross 
cerebral haemorrhage in 33%. The incidence of atelec- 
tasis was very similar to that (29°%%) in a series of 115 
infants dying without cyanotic attacks. The mortality 
among premature babies with cyanotic attacks was 
70%, compared with 15°% among full-term infants with 
attacks. It is concluded that while many of the attacks 
were almost certainly due to temporary obstruction of 
the airway by mucus, meconium, liquor, vomitus, or 


milk, many on the other hand were due to phases of un- 
explained apnoea. It is considered that further research 


into this condition and its cause is needed. 


E. H. Johnson 


708. A Clinical Study of Non-erythroblastotic Kernic- 
terus in the Newborn. (Etude clinique sur [’ictére 
nucléaire non érythroblastique du prématuré) 

A. HottTinGcer. Semaine-des hépitaux de Paris [Sem. 
Hép. Paris] 33, 2913-2923, Aug. 10, 1957. 3 figs., 
47 refs. - 


In a critical study of the kernicterus of prematurity the 
author reports an increased incidence of this condition 
at the University Paediatric Clinic, Basle, and discusses 
the prevailing views on its pathogenesis and treatment. 
He stresses the need for avoiding anything which 
may increase the physiological haemolysis, such as the 
excessive administration of oxygen or vitamin K, dis- 
cusses the value and risks of exchange transfusion, and 
accepts the views of Baumgartel and Schmid that the 
high serum levels of indirect-reacting bilirubin which 
lead to kernicterus result from a lack of the hepatic 
enzymes necessary for the synthesis of soluble bilirubin 
diglycuronate rather than from the formation of a com- 
pound of bilirubin and globin: 

[There is an excellent bibliography which includes 
almost all of the recent work on this subject.] 

Wilfrid Gaisford 


709. Tetanus Neonatorum and Its Treatment. (Der 
Tetanus neonatorum und seine Behandlung) 

K. Lorenz. Deutsche medizinische Wochenschrift 
[Dtschr. med. Wschr.] 82, 1681-1685, 27, 1957. 
2 figs., 46 refs. 


The author reviews the course ae treatment of 19 
cases of neonatal tetanus treated at the Medical Academy, 
Dresden, during the past 20 years. Six of these children 
were born in hospitals, the rest at home; the umbilicus 
was the portal of entry of the infection in every case. By 
far the highest incidence (8 cases) was in 1944, in which 
year wartime conditions of hygiene were at their worst, 
and more cases occurred in the summer months than in 
winter. Of the 19 children, 11 died, a mortality of 58% 


which compares well with the usually accepted rate of © 


85t090%. In 9 cases the first symptoms appeared within 
the first week of life; in 17 cases the first symptom was 
failure to feed, while in the remaining 2 cases the illness 
began with tonic convulsions. In all cases trismus 
developed within a few hours of the first symptoms. In 
the fully established disease 13 cases were classified as 
being in Grade 4 on Rose’s scale. The temperature was 
raised in most cases, but there was no correlation between 
the height of the fever and mortality. The immediate 
cause of death was toxaemia and bronchopneumonia. 
The treatment of neonatal tetanus is surgical, together 
with administration of antitoxin, antibiotics, and seda- 
tives. The surgical treatment involves the removal of 


the primary focus of infection at the umbilicus by electro- 


cautery; however, as this was carried out in only 7 of the 
author’s cases its usefulness cannot be evaluated. All 
cases were treated with antitoxic serum, usually by intra- 
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venous injection, between 10,000 and 40,000 units per 
kg. body weight being given, but the mortality was not 
lessened with the higher dosage. In the last 8 cases of 
the series penicillin was given, but did not prevent the 
occurrence of bronchopneumonia in 2 cases, in which 
this complication was treated successfully with chloram- 
phenicol. For sedation “ luminal” (phenobarbitone) 
was used in all cases; chloral hydrate and magnesium 
sulphate were tried in a few cases, but were rejected 
because of toxic side-effects. In the search for a drug 
which would reduce muscular activity without depressing 
the respiratory centre a trial of derivatives of phenothia- 
zine was made in the 2 most recent cases and was success- 
ful in spite of a very bad prognosis in both cases, 
although these drugs did not shorten the course of the 
illness compared with other successful methods of 
therapy. Attention is drawn to the importance of 
general nursing care which, in the cases treated with 
phenothiazines, included a careful control of body 
temperature; no external chilling was used in addition 
to the drug. - The 11 surviving children have shown no 


Marianna Clark 


710. The Time of Passage of the First Stool and Urine 
by the Premature Infant 

I. Kramer and S. N. SHerry. Journal of Pediatrics [J. 
Pediat.) 51, 373-376, Oct., 1957. 8 refs. 


The time at which premature infants pass the first stool 
and the first urine was observed in 200 such infants born 
at the Sinai Hospital, Baltimore. It was found that 13% 
passed the first stool in the delivery room, 80°% within 24 
hours of birth, and 94°% within 48 hours of birth (94% 
of full-term infants pass the first stool within 24 hours of 
birth). One infant did not pass the first stool until 111 
hours after birth, but follow-up information concerning 
subsequent progress was not available. The authors 
discuss the possible causes of delay in passing the first 
stool, including the presence of a meconium plug, 
mucoviscidosis, and Hirschsprung’s disease. ' 

The first urine was voided within 24 hours of birth by 
90°%% of the infants, and all had passed urine within 48 
hours of birth. In this respect the findings were similar 
to those in full-term infants. R. M. Todd 


711. The Effect of Atmospheric Humidity on Survival 
of Newly Born Premature Infants. [In English] 

R. McIntosH and W. A. SILVERMAN. Annales paedia- 
triae Fenniae [Ann. Paediat. Fenn.] 3, 193-204, 1957. 
8 refs. 


At the Babies Hospital, New York, the authors have 
compared the effects of two contrasting levels of humidity 
on 325 premature infants, each being allocated to one 
of four regimens by random selection after being placed 
in one of three weight groups. In the first part of the 
investigation 193 infants were placed in an atmosphere 
with a relative humidity of 80 to 90°% and received either 
penicillin and sulphafurazole or oxytetracycline, or 
alternatively into one with a relative humidity of 30 to 
60% and received antibiotics. In the second experiment 
132 infants were placed in either the low- or the high- 


humidity atmosphere and all were given oxytetracycline. 
29-4° C. 

The results showed that the infants nursed in the high- 
humidity atmosphere had a significantly higher mean 
respiratory rate, a higher mean body temperature, and 
a lower death rate (22% compared with 35%). All 
the groups were apparently comparable in respect of 
sex, colour, birth place, socio-economic status of parents, 
birth weight, mother’s age, birth rank, cause of prema- 
turity, route of delivery, and position at delivery. The 
authors discuss the possible explanations for the advan- 
tage of nursing premature infants in higher humidities 
than is customary. David Morris 


CLINICAL PAEDIATRICS 


712. Favourable Effect of Liquid Formula-feeding High 
in Fat to Coeliac Children. [In English] 


B. BorGstr6m and B. Linpquist. Acta paediatrica 
[Acta paediat. (Uppsala)| 46, 449-462, Sept., 1957. 5 
figs., 10 refs. 


At the Paediatric Clinic, University of Gothenburg, - 


. Sweden, 5 children (2 healthy, 2 with coeliac disease, and 


one with cystic fibrosis of the pancreas) were given high- 
fat diets for brief periods of 7 to 11 days and the faecal 
fat excretion was thenestimated. Two different high-fat 
diets, each containing 15% protein, 40% fat, and 45% 
carbohydrate, were tried, the fat being mainly cream in 
one diet and corn oil in the other. The total daily intake 
of fat ranged from 33 g. for a 17-month-old infant to 66 g. 
for a child of 5 years. In the 2 healthy children fat 
absorption was within the normal range with both diets, 
and in the child with fibrocystic disease it was unaffected. 
In one patient with coeliac discase the fat absorption was 
greater (88-7°%%) with the corn-oil diet than with the 
cream diet (79-6°%%); in the other patient with coeliac 
disease the figures were 91-3°% and 76-2% respectively. 
The authors claim on the basis of this investigation of 
short duration that the treatment of coeliac disease with 
a gluten-free diet free from roughage and rich in fat in 
the form of corn-oil soon produced clinical improvement 
and a decrease in faecal fat excretion. [This treatment 
appears to have been more effective than the gluten-free 
normal diet now widely used.] They ascribe the favour- 
able: results to the high content of unsaturated fatty 
acids in the corn-oil. J. M. Smellie 


713. Treatment of Obesity in Children with Hydro- 
oxazine. (Traitement de l’obésité infantile par l’hydro- 
Oxazine) 

J. Wet, and —. BeRNFELD. Presse médicale [Presse 
méd.] 65, 1401-1403, Aug. 24, 1957. 5 figs., 3 refs. 


The authors have attempted to evaluate the action of 
“*hydro-oxazine”’ (2-phenyl-3-methyltetrahydro-1 :4-oxa- 
zine; “ preludin”’) in the treatment of obesity in 60 
children aged 2 to 15 years, of whom 40 were treated with 
preludin alone while receiving their usual diet, and 
20 with the same dose of preludin plus a diet which 
was restricted in regard to fats and sugars but not in total 
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quantity; a third (control) group of 20 obese children 
were given a reducing diet of which both the composition 
and quantity were controlled, but no preludin. [The 
method of allocation to the various groups is not stated.] 
Later several children treated with one regimen were 
transferred to another. The dose of preludin was 25 
mg. twice daily, irrespective of age. Toxic symptoms, 
consisting in nausea, headaches with vertigo, and in- 
somnia, were severe enough to cause discontjnuation of 
the treatment in 6 cases, but the incidence of such 
symptoms was generally less than in adults. 

Children treated with preludin alone lost amounts 
varying from 0-5 to 4 kg. in the first month (2 to 5% of 
the initial body weight), but later the rate of loss slowed 
down. The total loss at the conclusion of the trial (about 
5 months) amounted to 8 to 10% of the initial weight. 
Children treated with the reducing diet plus preludin 
lost more weight and lost it more rapidly, with the result 
that after 5 months they had lost some 20% of the initial 
body weight. Preludin acts by reducing the appetite. 
The control group receiving a strict diet without pre- 
ludin showed a weight loss of 5 to 13% in the first month, 
and by the end of 6 months some patients in this group 
lost between 13 and 17 kg.; this group therefore did 
better than the group given preludin plus a qualitatively 
restricted diet. The loss of weight was generally benefi- 
cial. However, the effect of preludin was temporary 
only. The children did not develop tolerance to it 
even after several months of administration, but on the 
other hand overeating followed immediately on dis- 
continuation of the drug. John Lorber 


714. Aetiology of Cholelithiasis in Childhood 
C. H. M. WALKER. Archives of Disease in Childhood 
[Arch. Dis. Childh.] 32, 293-297, Aug., 1957. 27 refs. 


Gall-stones are rare in children and cholecystitis is 
even more rare. When gall-stones do occur they are 
usually due to acholuric jaundice, erythroblastosis 
foetalis, or sickle-cell anaemia. Since 1940, 9 proved 
cases of gall-stones have been seen at the Hospital for 
Sick Children, Great Ormond Street, London. In 3 
there was associated acholuric jaundice, in 2 erythro- 
blastosis foetalis, and in one with multiple stones there 
was portal hypertension with a cavernous portal vein. 
The remaining 3 cases with mixed stones—one of seg- 
mental stenosis of the cystic duct and 2 of unknown 
aetiology—are described in detail. Age, sex, ana- 
tomical abnormalities, and causative factors are 
discussed, haemolytic anaemia being considered the com- 
monest aetiological factor. Pain and tenderness in the 
right hypochondrium and radiological evidence of gall- 
stones are often absent. Jaundice may occur without 
stones in the common duct or haemolytic anaemia. The 
size of the spleen in haemolytic disease is of no help in 
diagnosis; according to reports in the literature the 
spleen is not palpable in 34% of infants with erythro- 
blastosis. Gall-stones are often “‘silent’’, especially in 
haemolytic anaemia. Abdominal pain and vomiting 
occurred in the 3 cases described. In one of these, stones 
visible on the cholecystogram led to the diagnosis; in 
another, with jaundice (not due to haemolytic anaemia) 
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and peritonitis, laparotomy was carried out; in the 
third case operation was performed for intermittent en- 
largement of the liver. 

[The diagnosis of gall-stones in children is difficult, 
but stones should be suspected in those suffering from 
haemolytic anaemia. Laparotomy may be required 
to determine the presence of stones in other conditions 
giving rise to abdominal symptoms.] 

Charles Nicholas 


715. Peripheral Vasomotor Function in Cretinism 
B. D. Bower. Archives of Disease in Childhood [Arch. 
Dis. Childh.| 32, 318-324, Aug., 1957. .4 figs., 27 refs. 


It is well known that the peripheral circulation is poor 
in children with hypothyroidism, but the vasomotor 
reflexes in this condition appear not to have been studied 
experimentally. At the Children’s Hospital, Birming- 
ham, the reflex vasodilatation in 5 untreated cretins aged 
44 months to 34 years was therefore investigated, as was 
also the peripheral circulation in a child of 7 years who 
had been treated for hypothyroidism intermittently from 
the age of 6 months. 

The reflex vasodilatation to body heating was studied 
by putting one arm in water maintained at 42 to 44° C. 
and observing the rise in the skin temperature of the feet. 
In healthy children over 3 months of age the skin tem- 
perature in the feet should rise to at least 34° C. in less 
than 40 minutes. In the untreated cretins the response 
to warming was diminished, and in one case was virtually 
absent, but moved towards normal during treatment 
with thyroid extract. The findings are considered in 
terms of possible sites of disturbances of the reflex. On 
theoretical grounds it is suggested that either the hypo- 
thalamus or the peripheral vessels are at fault. 

H. E. Holling 


716. Meprobamate in the Treatment of Epilepsy of 
Children 
S. Lrvincston and L. Pautt. A.M.A. Journal of Diseases 
of Children [A.M.A. J. Dis. Child.] 94, 277-281, Sept., 
1957. 16 refs. 


At Johns Hopkins Hospital, Baltimore, meprobamate 
was given to 128 epileptic children aged 11 months to 14 
years in a dosage of 400 mg. to 2,400 mg. daily, the 
duration of treatment varying from 9 months to 2 years. 
The drug had no effect on the incidence of petit mal, 
major motor, or psychomotor attacks. The authors use 
the term “‘ minor motor ” for seizures occurring in early 
life, usually between 3 and 12 months of age, which are 
nearly always associated with organic brain damage 
and are either akinetic or massive myclonic in type. Of 
41 patients suffering from minor motor seizures, attacks 
were controlled completely or reduced in frequency in 
13. Hyperactivity and other behaviour disorders were 
alleviated in 32 out of 76 patients. With the exception 
of drowsiness in a few patients and diarrhoea in one, no 
significant side-effects were observed. 

The authors report that they have obtained complete 
control of minor motor seizures with a ketogenic diet 
in about 50°%% of some 350 children. 


G. de M. Rudolf 
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717. Genetics of 


L. S. Penrose. Journal of Mental Deficiency Research 


[J. ment. Defic. Res.) 1, 4-15, July, 1957. 1 fig., 38 refs. 


The author has collected information from a large 

number of centres in Europe, Asia, Africa, and America 
on the incidence of anencephalic births. The figures for 
the population incidence show surprising variation; thus 
in recent years the rate per thousand births was 3-61 for 
Belfast, 2-75 for Scotland, 1-03 for Holland, and 0-75 for 
Japan. For London the incidence in maternity hospitals 
for the years 1938-53 (booked cases only) was 1-38 per 
thousand births. Although over-all figures from 
maternity hospitals are more widely available, they include 
emergency admissions and so are not exact estimates of 
-population incidence, but they confirm the marked 
regional variations; there is a very high incidence in 
Ireland (Belfast 6-71 per thousand births, Dublin 5-02), 
a high incidence in Liverpool (3-15), a moderately high 
incidence in London (1-56), and a low incidence in Con- 
tinental Europe (for example, Munich 0-83, Paris 0°45, 
and Athens 0-60), with the two exceptions of Viipuri, 
Finland (2-92), and Naples (4-00). Lyons and Turin 
have the exceptionally low incidences of 0-12 and 0-13 
per thousand births, while hospitals in the U.S.A. and 
Canada show intermediate incidences comparable with 
those of England. Figures for the native populations of 
Africa and Asia are low—for example, Johannesburg 
0-19, Bombay 0-76, and Hong Kong 0-56. 

In regard to other developmental abnormalities, the 
incidence of spina bifida in maternity hospitals tends to 
run parallel with that of anencephaly; for example its 
incidence per thousand births is 4-2 in Dublin, 2-8 in 
Liverpcol, 0-16 in Birmingham, and 0-11 in Ziirich. On 
the other hand the incidences of hydrocephalus and mon- 
golism are unrelated to those of anencephaly and spina 
bifida. C. O. Carter 


718. The Problem of Complete Y-linkage in Man 

C. STERN. American Journal of Human Genetics [Amer. 
J. hum. Genet.) 9, 147-166, Sept., 1957. 12 figs., biblio- 
graphy. 

In organisms with male heterogamy complete Y-linkage 
of a gene with full penetrance implies that the trait con- 
cerned occurs in males only and in all sons of affected 
males and is never transmitted through the female. The 
author discusses variations ascribed to Y-borne genes in 
animals and plants, and points out that no effects due 
to such genes have been experimentally demonstrated 
in mammals. He then enumerates the 17 conditions in 
man which are putatively determined by genes on the 
Y chromosome and critically reviews the evidence in 
each case. 

Most of these conditions have been attributed to a 
Y-linked gene on the basis of a single pedigree. The 
data for coloboma iridis, peroneal atrophy, epidermolysis 


bullosa, and radio-ulnar synostosis are rejected immedi- 
ately as not fulfilling the requirements mentioned above. 
For other conditions the data can be interpreted in one 


or both of two ways as well as by implication of a Y- ~ 


linked gene, that is, as a result of (a) selective reporting 
of pedigrees showing holandric distribution of a trait 
determined by an autosomal or X-linked dominant gene, 
perhaps with variable penetrance, or (5) male sex-limita- 
tion in the exhibition of the condition. In other cases 
the reported traits do not have any clearly demarcated 
clinical identity, and in a further group the information 
provided in the pedigree is insufficient to make any inter- 
pretation justifiable. For these reasons the evidence for 
complete Y-linkage is slender in respect of each of the 
following conditions: camptodactyly; the syndrome of 
hypermobility of joints, fragile bones and blue sclera; 
cataract; adherent tongue; foot ulcers; keratoma 
dissipatum (clinically and histologically identical with 
keratoma maculosa, established as dependent on an auto- 
somal dominant); hypertrichosis of the ears; webbed 
toes; ichthyosis hystrix; colour-vision anomaly; and 
abnormality of the external ear. 

The author points out therefore that, the existing evi- 
dence being both equivocal and scanty and mainly con- 
fined to single pedigrees, final judgment about the 
demonstrable effects of complete Y-linkage in man must 
await the collection of further data. R. H. Cawley 


719. Infantile Amaurotic Family Idiocy. A Genetic 


Approach 
P. J. Kozinn, H. Wiener, and P. CoHEN. Journal of 
Pediatrics [J. Pediat.| 51, 58-64, July, 1957. 24 refs. 


In the 12 years 1944-55 there were 58 deaths from 
infantile amaurotic familial idiocy in New York City, the 
estimated incidence of the disease being one in 8,300 
births among Jews and one in 450,000 births for non- 
Jews. From a study of these cases it is calculated that 
once a mother has had a child with amaurotic familial 
idiocy there is a 25°% chance that each subsequent child 
will have the disease. There is no sex bias, and the 
average life span is 27 months. It is estimated that one 
in every 50 Jews and one in every 300 non-Jews carry the 
recessive gene responsible for this disease without show- 
ing any physical abnormality. W. E. S. Bain 


720. Genetics in Intracranial Tumours. [In English] 
M. Hauce and B. HARVALD. Acta genetica et statistica 
medica [Acta genet. (Basel)| 7, 573-591, 1957. 4 refs. 


721. Eugenic Counselling in Cases of Retinoblastoma 
(Glioma Retinae). (Die eugenische Beratung beim 
Retinoblastom (Glioma retinae)) 

F. VoGEL. Acta genetica et statistica medica [Acta genet. 
(Basel)] 7, 565-572, 1957. 6 refs. 
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722. Children with Cerebral Palsy. Cost of Care and 
Results in 770 Children 

H. M. Wattace, M. A. Losty, D. SANpers, R. S. 
Surrert, J. S. Tosis, and H. Ricu. Pediatrics [Pediatrics] 
20, 703-715, Oct., 1957. 2 figs. 


The cost of the treatment and management of children 
with cerebral palsy was assessed from the records of all 
children suffering from this disease who received care 
under the New York City Financial Aid Program from 
1945 to July, 1954. A total of 799,860 dollars was spent 
on 770 children, an average of 1,039 dollars on each 
child. Over half of this sum went on convalescent care, 
one-third on hospital care, and one-seventh on appli- 
ances. This expenditure did not represent the total cost, 
because the in-patient care of the children cost more than 
the amount contributed under the scheme. On 440 of 
the children the average expenditure per child was 139 
dollars; this was for appliances only. On the remaining 
330 the average expenditure was 2,239 dollars, which 
included the cost of in-patient care and convalescence as 
well as appliances. About one-fifth of all children 
showed improvement in a wide field of activities, the 
greatest improvement being recorded in those who were 
only moderately handicapped. Discussing the consider- 
able sum spent on convalescence, the authors suggest 
that the money might have been better spent on care in 
a fully-staffed hospital where better and quicker results 
would be obtained in the severely handicapped. Fur- 
ther, some of the money allocated to in-patient care 
might be used for developing other services, such as 
special classes in schools, “‘ foster home placement ”’, 
and better out-patient service. The outcome of treat- 
ment and rehabilitation was more favourable in children 
with athetosis and paraplegia or hemiplegia than in those 
with quadriplegia or generalized involvement. It was 
estimated that at least 243 of the children would need 
residential care. 

[This is an interesting investigation, and the general 
conclusions seem to be in accord with views widely held 
in Britain. A similar inquiry in Britain might be difficult 
because of the differing arrangements, but it would be of 
great value in determining exactly how funds could best 
be allocated and in avoiding any tendency to piecemeal 
spending. ] J. G. Jamieson 


723. The Incidence of Spinal Defects in High- and Low- 

fluoride Areas 

A. J. Evey, F. H. Kemp, P. J. Kervey, and W. T. C. 

re = Lancet [Lancet] 2, 712-713, Oct. 12, 1957. 
refs. 


Osteochondritis of the spine of the type described by 
Scheuermann was reported in 1942 by Kemp et al. 
(Lancet 2, 93) as being fairly common in children in 
Oxfordshire villages where the level of fluoride in the 
water ranged from 0-3 to 1:2 p.p.m., the worst cases 
occurring in Children of poor homes with defective 
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nutrition in early years and being associated in some 
cases with fluorotic mottling of the teeth. Studies spon- 
sored by the Ministry of Health in 1954 in two areas with 
water of high- and low-fluoride content respectively were 
accordingly enlarged to include an investigation of the 
part that fluoride might play in causing osteochondritis 
and other spinal defects. 

A sample consisting of 328 boys aged 11 to 14 years 
from high-fluoride areas in Essex (water fluoride content 
1-3 to 5-8 p.p.m.) and 352 boys from West Suffolk, Essex, 
and Surrey (water fluoride content 0-1 p.p.m. or less) 
were examined radiographically, satisfactory films of the 
dorsal and lumbo-dorsal spine being obtained in all 
but 19 cases. These were scrutinized by the three first 
named authors (radiologists), who were in agreement that 
the incidence of spinal defects was substantially the same 
in the high-fluoride areas as in the low-fluoride ones— 


' that is, 4 definite and 4 probable cases of Scheuermann’s 


disease in the former area and 4 definite and 3 probable 
cases in the latter; as for malnutrition, 22 boys in the 
high-fluoride area and 25 in the low-fluoride (control) 
area were noted as being less well nourished, but no case 
of Scheuermann’s disease was found in either of these 
groups. F.T. H. Wood 


724. Examination of the Association between Housing 
Conditions and Pulmonary Tuberculosis in Glasgow 

J. S. McMuian. British Journal of Preventive and 
Social Medicine (Brit. J. prev. soc. Med.) 11, 142-151, 
July, 1957. 3 figs., 4 refs. 


In this report from the Glasgow Health and Welfare 


Department the incidence of pulmonary tuberculosis — 


during 1951-2 in each of the 37 wards of the city is 
examined in relation to the housing conditions there 
obtaining, 2 districts presenting marked contrasts in the 
-incidence of the disease being studied in particular detail. 
The adjusted case rates for the various wards ranged 
from 10-8 to 28-5 per 10,000 population, 6 wards having 
rates materially (that is, by as much as double the stan- 
dard error) less and 3 having rates materially greater than 
that for the city as a whole (20-5 per 10,000). A study 
of home conditions—average number of rooms per 
house and of persons per room—in each ward indicated 
that any association between overcrowding and the 
incidence of pulmonary tuberculosis was restricted to 
those wards in which the case rate was less than the city 
rate. In the wards with higher rates, therefore, other 
factors must be operating. 

The districts selected for special study were (A) the 
adjoining Wards 10 and 14, where the case rate in 1951 
was 26:1 per 10,000, and (B) the adjoining Wards 17 and 
18, where the rate in 1951 was 17-6 per 10,000, the city 
rate for that year being 20-3 per 10,000. In both districts 
the average number of persons in tuberculous households 
was larger than that for the area. It is pointed out that 
a high proportion of adolescent and young adult mem- 
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bers—the most susceptible age group—is likely to occur in 
families which are approaching their maximum size and 
therefore larger than the average. Moreover, where the 
average number of rooms per house is small it is to be 
expected that the larger households will show more 
overcrowding (persons per room). Therefore to get a 
true estimate of the importance of overcrowding per se 


as a factor adjustments should be made for age and sex | 


in comparing overcrowded populations with those not 
overcrowded, the data necessary for which were not 
available in the present analysis. In District A the pro- 
portion of tuberculous households which were over- 
crowded did not differ significantly from that of all 
households in the district. In District B on the other 
hand there appeared to be a significant correlation 
between overcrowding and the incidence of tuberculosis. 
However, the proportion of tuberculous households 
occupying no more than 2 rooms was no greater than 
the average, and it is concluded that the association of 
tuberculosis with overcrowding in District B ‘‘ mereiy 
reflected the larger size of the tuberculous family and that 


-the population in both districts shared in the general 


incidence of the disease in the district independent of 
overcrowding ”’. 

Special attention was paid to the investigation of con- 
tact cases. No link with overcrowding in such cases was 
established, but it is stated that in view of a number of 
complicating factors this finding must be treated with 
reserve. The risk to household contacts is, in any case, 
very great, the case rate among them being about 30 
times that in the general population. “No evidence was 
found of an association between the incidence of pul- 
monary tuberculosis and the fitness or otherwise of 
housing for human habitation. R. J. Matthews 


725. Field and Laboratory Studies with Typhoid Vaccines 
YUGOSLAV TYPHOID Commission. Bulletin of the World 
Health Organization [Bull. Wid Hith Org.) 16, 897-910, 
1957. 8 refs. 


A preliminary report is presented on field and labora- 
tory trials carried out in Yugoslavia with alcoholized 
and phenolized typhoid vaccines to determine the 
absolute and relative effectiveness of each in affording 
protection against the disease. The trials were con- 
trolled by the use of a phenolized vaccine made from 2 
strains of Shigella paradysenteriae (Flexner) Type II. 
Field trials were carried out in 1954 and 1955 in the town 
of Osijek and the surrounding area, with a total popula- 
tion of about 108,000. This area has for years had a 
persistently high incidence of typhoid fever, which in the 
town is probably due to contamination of the water 
supply, which is drawn from the river Drava. One of 
the 2 intakes is below the majority of the sewage out- 
falls, and it is usually possible to isolate Salmonella 
typhosa from the water at this point before chlorination 
[which is clearly insufficient alone to deal with the pollu- 
tion.] Moreover, the incidence of the disease has always 
been greater in the lower part of the town which is served 
by this intake. 

Each batch of typhoid vaccine was made up from 
pooled Type-2a and Type-2b strains of S. typhosa in a 
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strength of about 3,000 million organisms per ml., while 
the control vaccine was made up in a strength of 1,500 
million per ml. The vaccines were given to three 
approximately equal groups of volunteers selected at 
random; 2 injections were given at an interval of 3 
weeks, the dosage being as follows: for adult males 
0-25 and 0-5 ml.; for adult females 0-2 and 0-4 ml.; and 
for children aged 5 to 12 0-2 and 0-4 ml. of the vaccine 
diluted 1 in 4. A total of 35,508 persons were vacci- 
nated, and analysis of the groups receiving the 3 vaccines 
shows a very close similarity between them in age and 
sex distribution and in respect of place and length of 
residence. [Unfortunately, however, 3 times as many in 
each group were drawn from the upper town as from the 
lower town, where the risk of infection was greatest.] 
Reactions, which were recorded in 640 persons chosen 


at random and examined 24, 48, and 72 hours after | 


each injection, though not severe, were greater and more 
frequent after the second injection than after the first. 
Practically no difference was noted in the incidence of 
reactions between the groups receiving alcoholized 
(A) and phenolized (P) typhoid vaccines, but in the con- 
trol group (C) they were slightly less frequent. 


Between the completion of vaccination in June, 1954, 


and the end of the year typhoid fever with a positive 
blood culture developed in 47 out of the 35,500 subjects, 
17 cases occurring in Group A, 7 in Group P, and 23 in 
Group C. In the spring of 1955 those vaccinated were 
offered booster doses of the same vaccines, 26,510 
accepting. Among this group 16 cases of typhoid fever 
occurred during 1955, 6 in Group A, 2 in Group F, and 
8in Group C. Thus out of a total of 63 cases there were 


23 in Group A, 9 in Group P, and 3t in Group C, the 


differences between Groups P and A and Groups P and 
C being statistically significant. The superior protection 
afforded by the phenolized vaccine was especially marked 
in the age group 5-14 years. 

Serological tests were performed on 200 persons in 
1954 before inoculation and again 6 months after its 


. completion. The post-vaccination titres of Vi antibodies 


were substantially higher in Group A than in Group P, 
but those of H and O were somewhat higher in Group P. 
The tests were repeated in 1956 on another 200 volunteers, 
when Group A again showed a significantly higher Vi- 
antibody titre than Group P. In mice the alcoholized 
vaccine was superior in producing Vi antibody, but 
inferior to the phenolized vaccine in producing H and O 
antibodies. Passive mouse-protection tests with rabbit 
sera gave preference to the alcoholized vaccine, but 
active mouse-protection tests gave results comparable 
to those obtained in the. field. 

The authors point out that although the field trial was 
strictly controlled, the results obtained would not neces- 
sarily be the same with other batches of the same vaccines 
in different circumstances. In the population studied, 
however, the phenolized vaccine was clearly the more 
effective, and in practice it is to be preferred because it 
can be used without refrigeration. But a great deal 
more work, including field trials, remains to be carried 
out to determine the most effective antigenic preparations 
and technique for their use. 


[This is an important report.] W. K. Dunscombe 
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726. Respiratory Symptoms, Bronchitis, and Ventilatory 
Capacity in Random Sample of an Agricultural Population 
I. T. T. Hiccins. British Medical Journal (Brit. med. J.} 
2, 1198-1203, Nov. 23, 1957. 6 figs., 18 refs. 


An analysis of the incidence of respiratory symptoms 
and of “ chronic bronchitis ” in a random sample of 331 
men and 300 women living in an agricultural area in 
South Wales (the Vale of Glamorgan) showed that the 
prevalence varied from 2-2%% in men between 25 and 34 
years of age to 15-6% in those aged 65 to 74. In women, 
it was lowest (2-1°%) in the 45 to 54 age group and highest 
(8-7%) in the age group 65 to 74. The incidence of 
cough and sputum was significantly higher in smokers 
than in non-smokers. 

A comparison of the prevalence of respiratory symp- 
toms was then made between men in this area in the age 


‘group 55 to 64 who had never worked in coal mines 


or quarries and that for a comparable group of men 
living in the industrial town of Leigh in south-east Lan- 
cashire previously surveyed (Brit. med. J., 1956, 2, 904; 
Abstr. Wld Med., 1957, 21, 139). This showed that 
“chronic bronchitis’ occurred in 5 out of 86 (5-8°%) 
men living in the Vale of Glamorgan and in 9 out of 84 
(10-7%%) living in Leigh. The industrial-town-dwellers 
were also more liable to recurrent chest infections than 
those living in the agricultural area (incidence 13-1 and 
4-7°%, respectively). On the other hand the degree of 
disability, ventilatory capacity, and over-all incidence of 
respiratory symptoms were surprisingly similar in the 
two groups. The author concludes that as the smoking 
habits of the men (all non-miners in both cases) in these 
two areas were similar, it is evident that the industrial 
environment has a smater effect on the general popula- 
tion than might be expected. Nevertheless, it is possible 
that the effect of smoking may in fact overshadow any 
deleterious effect due to atmospheric pollution, so that 
a similar survey limited to non-smokers would be required 
to demonstrate the effect of atmospheric pollution alone. 
A. G. Freeman 


727. Health Hazards from Coke Dust. (Wirkt Koks- 
staub gesundheitsschadigend?) 

G. Wortu and E. Scuitter. Archiv fiir Gewerbepatho- 
logie und Gewerbehygiene [Arch. Gewerbepath. Gewer- 
behyg.] 15, 597-610, 1957. 15 figs., 10 refs. 


The authors, working at centres in the Rhineland, have 
studied the question whether coke dust has any deleteri- 
ous effect on the health by means of investigations on 
coke-workers and experiments on tissue cultures and 
animals. 

Clinical and x-ray examinations were carried out at 


2 coking plants on 87 workers whose average age was 


nearly 52 and who had an average exposure to coke dust 
of. nearly 27 years. Only 12 of them had previously 


been exposed to any other forms of dust, and then only 
occasionally. There were 24 who complained of con- 
ditions referable to the respiratory tract, but only in 2 
was any sign of early pneumoconiosis found and even 
then the diagnosis was only “ probable”. However, 
some 15 others showed signs of bronchitis about which, 
on one clinical and x-ray examination, it was impossible 
to say more, while 31 had “‘ mild” and 9 “ moderate ” 
emphysema. [No lung function tests seem to have been 
performed.] 

In vitro, coke dust (particle size <3 4) was added to 
cultures of lung tissue from 3-day-old mice. Here the 
predominant feature was the growth of cell-uniting 
fragments of an epithelial character, with only a few 
phagocytes, though when these did absorb dust they were 
not destroyed. Experiments in vivo were carried out by 
the intraperitoneal injection of dust suspensions into 
white mice, the experiments lasting up to 300 days. 
X-ray diffraction showed that the volatile components 
of the different dusts tested varied considerably. Coke 
dust acted on the organism in a manner similar to the 
dust of coking coal and, although not very active, was 
by no means inert, causing granuloma formation with 
dust particles surrounded by histiocytes, fibroblasts, 
increased ground substance, and some lattice fibres, while 
the very finest dust from Chamotte coke ovens was 
definitely fibroplastic after only 60 days. The relatively 
slight degree of granuloma development is related by 
the authors to the low quartz content of coke dust. 

The authors conclude that the results of their investiga- 
tion provide no evidence of any real danger of silicosis in 
coke workers, especially since the most dusty operations 
are either carried out in the open air or, nowadays, are 
almost entirely automatic, but they emphasize the fre- 
quency of bronchitis [but not of emphysema] among 


_coke workers, and consider that as the inhaled coke dust 


is alkaline, factors other than its quartz content must 
also be considered. W. K. Dunscombe 


728. The Biological Action of Inhaled Degussa Sub- 
micron Amorphous Silica Dust (Dow Corning Silica). 
II. The Pulmonary Reaction in Uninfected Guinea Pigs 
G. W. H. Scuepers, T. M. DurKAN, A. B. DELAHANT, 
F. T. Creepon, and A. J. ReEpLIN. A.M.A. Archives of 
Industrial Health [A.M.A. Arch. industr. Hlth] 16, 203- 
224, Sept., 1957. 8 figs., 3 refs. 


The authors’ earlier studies on rats (A.M.A. Arch. 
industr. Hlth, 1957, 16, 125; Abstr. Wld Med., 1958, 
23, 143) showed that there was a marked contrast between 
the pulmonary effects of amorphous silica dust and those 
of particulate crystalline-free silica, particularly in regard 
to the absence of progressive silicosis on cessation of 
exposure. In the present study they have compared the 
acute and chronic effects of inhalation of Degussa 
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submicron amorphous silica dust in guinea-pigs exposed 
for varying periods. 

The chief features of the acute reaction in animals 
exposed for 8 hours and 24 hours respectively were 
cellular infiltration of the lung parenchyma by giant cells, 
dilatation of the bronchioles and alveolar ducts, and, 
in those exposed for 24 hours, some apical emphysema. 
The chronic reaction to continuous exposure to the dust. 
for one to 24 months showed the following features: an 
almost threefold increase in retained silica at the end 
of the 2 years; a focal periductal and peribronchial 
reaction, without nodular formation but with subpleural 
Pigmentation; accumulation of large vacuolated cells 
in the alveolar spaces; collagen degeneration of the 
alveolar wall; and a tendency towards epithelization of 
atelectatic alveoli. No significant change was observed 
in the lymph follicles. In a subsequent elimination 
period, during which the surviving animals lived in nor- 
mal air for periods up to 13 months, over 70% of the 
silica content of the lung disappeared within 30 days, 
though a small residue could still be recovered at the 


- end of a year. The atelectasis and cellular infiltration 


had regressed, but some focal fibrosis, emphysema, and 
stenosis of alveolar ducts and bronchioles persisted. In 


spite of these changes in the lungs none of the guinea- 


pigs suffered from apparent disability and none died 
from natural causes, suggesting either that the effects 
on the lungs were subliminal or that the submicron 
amorphous silica dust exerted some protection against 
intercurrent infection. 

Experimental animals re-exposed after living for one 
month in normal air showed appreciably less tissue 
response than those never previously exposed. It is there- 
fore suggested that either some tolerance had developed or 
the lung damage had been sufficient to diminish the 
cellular defence reaction. The chief differences in the 
response of guinea-pigs and rats to the submicron dust 
were the relative failure of reaction of the lymphoid 
tissue and preponderance of collagen over reticulum 
formation in the alveolar walls of the lungs in the 
guinea-pigs, and the higher survival rate of guinea-pigs, 
the dust proving non-lethal in a concentration of 1-5 
mg. per cubic foot (53 mg. per cubic metre) of air. 

Ethel Browning 


729. The Effects of Silicosis on the Cardiovascular 
System. (Le retentissement de la silicose sur l’appareil 
cardiovasculaire) 

Y. Bouvrain, S. TARA, F. DESSERTENNE, R. SLAMA, and 
P. GopgeAu. Semaine des hépitaux de Paris [Sem. Hép. 
Paris] 33, 3347-3353, Oct. 6, 1957. 18 refs. 


The effects of silicosis on the cardiovascular system 
have been extensively investigated by many workers. 
The results are conflicting, for while some authorities 
state that adverse effects are common, others have found 
that they are infrequent. The present authors have 
studied the problem among 424 proved cases of silicosis 
in patients attending the out-patient department of an 
occupational diseases clinic in Paris. The patients, who 
were observed over periods ranging from one to 5 years, 
were drawn from a wide variety of industries and occu- 
pations. Radiographically, the silicosis was divided 


into four stages: (1) reticulation, (2) micronodulation, 
(3) macronodulation, and (4) massive fibrosis. The 
investigation included a complete clinical examination, 
radiographic examination of the lungs, measurement of 
respiratory function, and an_ electrocardiographic 
examination (12 leads). 

Analysis of the results showed that in 355 patients 
there was no evidence of cardiac embarrassment. In the 
remaining 69 patients there were effects which could be 
classified as certain, probable, or doubtful. Of the 26 
patients with definite cardiac damage, 13 died within 6 to 
29 months. As all these cases showed electrocardio- 
graphic abnormalities it is concluded that such abnormal 
findings indicate a bad prognosis. A study of the influ- 
ence of such complications as tuberculosis, emphysema, 
and acute or chronic infections showed that tuber- 
culosis had no adverse effect on the cardiovascular sys- 
tem, but emphysema had serious effects; the chief 
cardiac manifestations were cor pulmonale and right- 
heart failure. The authors recommend that periodical 
investigation of workmen exposed to a silica risk should 
include not only radiographic but electrocardiographic 
examination. 

[The main value of this contribution is in the details 
of method and criteria for the assessment of findings, for 
which the original should be consulted.] 

A. Meiklejohn © 


730. Scleroderma in Gold-miners on the Witwatersrand 
with Particular Reference to Pulmonary Manifestations 
L. D. Erasmus. South African Journal of Laboratory 
and Clinical Medicine [S. Afr. J. Lab. clin. Med.| 3, 209- 
231, Sept., 1957. 5 figs., 29 refs. 


Over a period of 18 months no fewer than 17 cases of 
scleroderma were seen at the Silicosis Medical Bureau, 
Johannesburg. Of the 17 patients, 16 were European 
miners who had worked underground for 5 to 30 years 
(average 18 years) before the onset of the skin disorder. 
There was radiological evidence of silicosis in 6 cases and 
of sclerodermatous pulmonary fibrosis with exaggeration 
of basal markings in 10. Gross changes were seen in 
the fingers, which were thickened and flexed. Pigmen- 
tation, ulceration, and extensive scarring were often 
encountered. There were trophic lesions in the finger- 
nails, and radiological examination of the hands revealed 
permanent absorption of the terminal phalanges. Ray- 


naud’s phenomenon was present in 11 cases. The skin 


on the face and elsewhere showed the typical features of 
scleroderma, with shiny, atrophic, oedematous areas, 
multiple capillary angiomata, and patches of pigmenta- 
tion and depigmentation. Myocardial infarction oc- 
curred in 5 cases. 

Necropsy in one case of sclerodermatous heart disease 
revealed infarcts in the anterolateral wall of the left 
ventricle and patches of para-arterial replacement fibrosis 
and subendocardial fibrosis. 

The author suggests that the incidence of scleroderma 
is higher among miners than among non-miners, and 
points out that the frequent occurrence of pleurisy 
and pericarditis in the present series of cases is unusual 
and does not accord with the findings of other workers 
as reported in the literature. A. Garland 
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731. Evaluation of Antemortem Acid-Base Status by 
Means of Determining the pH of Postmortem Blood 

J. V. STRAUMFJORD and J. J. BUTLER. American Journal 
of Clinical Pathology |Amer. J. clin. Path.] 28, 165-170, 
Aug., 1957. 2 figs., 7 refs. 


~ In a study of the relationship between the acid—base 
status during life and the pH of the blood soon after 
death, carried out at the State University of lowa College 
of Medicine, Iowa City, the authors measured the pH of 
the blood post mortem under standard conditions in a 
series, selected at random, of hospital patients coming 
to necropsy. The patients were classified in respect of 
their acid-base status in three groups, normal”’, 
“acidotic”, and “equivocal”, from the clinical record, 
the ante-mortem electrolyte values, and post-mortem 
findings. None of those classified as “* normal ”’ suffered 
from any condition, recognized either clinically or at 
necropsy, which predisposes to metabolic or respiratory 
acidosis. The criteria for classification as ‘* acidotic ” 
were: (1) a clinical diagnosis or medical record of signs 
and symptoms of acidosis; (2) a pathological process of 
sufficient severity to produce acidosis; and (3) blood 
values consistent with the presence of acidosis. The 
**equivocal”’ group included those cases in which the 
clinical and post-mortem findings yielded insufficient 
information for more definite classification. 

The results showed that the difference in pH of the 
blood post mortem between the normal and acidotic 
groups was 0-2 of a pH unit or greater (with the sole 
exception of a patient with pancytopenia and multiple 
myelomatosis, accompanied by a high serum globulin 
concentration) and that the pH decreased in proportion 
to the time after death at which the blood was examined. 
Since the pH was found to vary with the source of the 
blood, all samples of blood for the comparative study 
were therefore drawn anaerobically from the left ventricle. 
The 26 cases in the equivocal group were classified 
as acidotic, intermediate, or normal on the basis of the 
post-mortem pH values judged in relation-to those for 
the known acidotic and normal groups. A study was 
then made of the clinical records and post-mortem 
findings in these patients in order to determine what 
factors contributed to the post-mortem pH value. These 
factors are discussed. 

The authors conclude that post-mortem determination 
of the pH of the blood is a useful means of evaluating the 
ante-mortem acid-base status, provided this determina- 
tion is carried out within 5 hours of death. [The number 
of studies of blood pH performed after this interval 
appear to have been very few.] They also consider that, 
considered along with other factors, the blood pH post 
mortem may be of value in determining the time of 
death. Gilbert Forbes 
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732. Carbarsone Toxicity: a Review of the Literature 
and Report of 45 Cases 

R. A. RADKE and W. G. Baroopy. Annals of Internal 
Medicine [Ann. intern. Med.| 47, 418-427, Sept., 1957. 
1 fig., 14 refs. 


The authors, from Fitzsimons Army Hospital, Denver, 
Colorado, report 45 cases of toxic reactions to carbarsone- 
out of 1,500 given this drug for amoebic dysentery. In 
36 cases there were gastro-intestinal symptoms only— 
pain, diarrhoea, and vomiting; in the remaining 9% 
encephaiopathy or exfoliative dermatitis developed. 
Administration of BAL (dimercaprol), 10°%% in oil, intra- 
muscularly caused rapid improvement in all cases, 
although there were 2 deaths. In 24 cases the toxic reac- 
tions were thought to be due to overdosage and in 19 to. 
contamination of the carbarsone with arsanilic acid, 
which was not detected by analysis carried out in accord- 
ance with the U.S.P. It is suggested that dosage should 
not exceed 0-25 g. 3 times daily for the average adult male 
and twice daily for females and smaller males, and that. 
the course should not be repeated until 10 days have 
elapsed since the last dose. V. J. Woolley 


733. The Effect of Chronic Lead Poisoning on the 
Immunological Reactivity of Animals. (Bnusnne xpo- 
HHYeECKOrO OTPpaBJICHHA CBHHLIIOM Ha 
rHYeCKyO PeaKTHBHOCTb OpraHH3Ma *KHBOTHOPO) 

B. A. KirKACHKO. u canumapua [Gig. i Sanit.} 
30-34, No. 8, Aug., 1957. 8 refs. 


The author describes an investigation carried out on 
rabbits to determine the effect of chronic lead poisoning 
on the development of agglutinins after immunization 
with typhoid vaccine. The results showed that chronic 
lead poisoning in rabbits led to a fall in the agglutina- 
ting power of the serum in response to typhoid vaccine, 
and that this fall was particularly great when the rabbits 
were poisoned with lead before the immunization. 
During the course of the lead poisoning the serum com- 
plement titre falls, but if such rabbits are then immunized, 
the complement level rises higher than it does in normal 
animals. 

Traces of acetylcholine appeared in the blood of 
control rabbits during the period of immunization, 
whereas in rabbits subjected to lead poisoning and then 
immunized a considerable amount of acetylcholine 
accumulated in the blood as a result of a lowering of the 
cholinesterase activity. ’ 

In a further series of experiments, in which the poison- 
ing by lead and the immunization were carried out 
concurrently, it was shown that the changes in the 
immunological reactions occur at an early stage of lead 
poisoning, that is, before any changes in the blood 
picture are apparent. Basil Haigh 
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734. Peridural Block: Analysis of 3,637 Cases and a 
Review 
J. J. Bonica, P. H. Backup, C. E. ANDERSON, D. HAD- 
FIELD, W. F. Crepps, and B. F. MONK. Anesthesiology 
[Anesthesiology] 18, 723-784, Sept.—Oct., 1957. Biblio- 
graphy. 

A number of reports and even text-books have 
appeared during the past 20 years on the subject of peri- 
dural (or epidural, or extradural) block analgesia, many 
ofwhich have been very favourable and even enthusiastic. 
But very few have discussed adequately or emphasized 
sufficiently the hazards, complications, and technical 
problems, and for this reason the authors have under- 
taken a comprehensive survey of their own experience 


-of 3,637 blocks performed on 3,554 patients of all 


ages for surgical and obstetrical purposes and as an aid 
in diagnosis and treatment. Single-injection blocks were 
carried out in 2,457 cases and continuous block by means 
of a catheter in 1,180 cases, many different drugs being 
used (14 drugs or combinations of drugs are listed). 
The results were classed as “excellent” in 74-9%, 
** satisfactory’ in 19-1%, and “failure” in 6-0%. 
There were 22 deaths, norie of which were attributed 
primarily to the analgesia, although in 3 cases it was a 
major contributing factor and in 8 a minor factor. 

Peridural block is a technically difficult method— 
much more so than subarachnoid block—and there 
appears to be a minimum incidence of failure which it is 
impossible to reduce. The procedure is more difficult 
in the cervical and thoracic regions than at lower sites. 
Details of the various techniques employed by the 
authors are given. 

The effects of peridural block are not unlike those of 
subarachnoid block, but are more delayed in onset. 
The site of action of the drugs is probably outside the 
spinal canal and outside the dura-arachnoid, though 
some of the fluid may penetrate the dura. The effects 
on the heart, liver, and kidneys are negligible, provided 
the blood pressure is maintained within normal limits, 
and there is minimal impairment of function of the inter- 
costal muscles. While it is not true that peridural block 
does not affect the blood pressure at all (hypotension 
occurred in 1,798 (50-6°%) of the authors’ cases), the fall 
in pressure is slower in onset than in subarachnoid block. 
Respiratory paralysis may occur from a too extensive 
cervical or thoracic epidural block or from injecting the 
large dose used for epidural block into the subarachnoid 
space by mistake; it must be treated intensively at once. 
No case of cardiac arrest occurred in the authors’ series. 
Pulmonary complications (atelectasis, pneumonitis) 
occurred after the effect of the block had disappeared in 
43 (1:29°%) cases, but in none of those (480) in which it 
was performed for purposes of diagnosis, prognosis, or 
therapy, which emphasizes the significant role that sur- 
gery, particularly of the upper abdomen and chest, plays 


in the aetiology of such complications. Headache 
developed after the block in only 0-7°% of cases. 

Peridural block is not recommended generally for 
thyroid surgery or for intrathoracic operations, nor is. 
it superior to good general anaesthesia for upper ab- 
dominal surgery. It is much more suitable for operations. 
on the lower abdomen and the pelvis, for urological sur- 
gery, and for operations on the abdominal wall, lower 
limbs, and perineum, while it is very effective in obstetrics. 
For diagnosis, prognosis, and treatment it is invaluable. 
Severe, intractable pain can be abolished by its use, and 
the results of alcohol injection or nerve section can be 
predicted. 

[It is impossible to summarize adequately the vast mass. 
of detailed information contained in this article of about 
27,000 words.] W. Stanley Sykes 


735. Electroencephalographic Manifestations of Cere- 
bral Anoxia during Cardiac Surgery. (Manifestations. 
électroencéphalographiques d’anoxie cérébrale au cours. 
de la chirurgie cardiaque) 

J. MIRABEL, G. ARFEL, and N. DU BOUCHET. Anesthésie 
et analgésie [Anesth. et Analg.| 14, 518-543, May—June— 
July [received Nov.], 1957. 10 figs., 15 refs. 


This paper reports an electroencephalographic study 
of 40 patients undergoing cardiac surgery at the Broussais 
Hospital, Paris, recordings being taken from 4 pairs of 
needle electrodes throughout anaesthesia and operation. 
Several incidents of cerebral anoxia of differing degrees. 
of severity are described and the relevant tracings are 
reproduced. 

Changes in the tracing characteristic of anoxia can be 
seen before any other signs are apparent, and indeed in 
** subclinical ’” anoxia there may be no other signs. It 
is usually not difficult to distinguish changes due to cere- 
bral anoxia from those due to such other factors as deep 
anaesthesia. The sign characteristic of anoxia is the 
sudden replacement of the pre-existing pattern by large 
slow waves, which in turn give place to electrical silence 
if the anoxia is prolonged. Ronald Wooimer 


736. Studies in Extracorporeal Circulation. V. Anes- 
thesia and Supportive Care during Intracardiac Surgery 
with the Gibbon-type Pump-oxygenator 

R. T. Patrick, R.A. THeve, and E. A. Morritr. Anes- 
thesiology [Anesthesiology] 18, 673-685, Sept.—Oct., 1957. 
5 figs., refs. 


The Gibbon-type pump-oxygenator is an extra- 
corporeal heart-lung apparatus incorporating 3 roller 
pumps and a Heidbrink ether vaporizer and designed to 
allow of temporary exclusion of the heart and lungs from 
the circulation during intracardiac surgery. In this paper 
the use of this apparatus is outlined and the anaesthetic 
and supportive procedures adopted at the Mayo Clinic 
during its employment are described. 
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The blood used for priming the apparatus is treated 
with heparin (15 mg. to each 470 ml.), the volume 
depending upon the number of stainless steel wire oxy- 
genating screens in use, which can vary from 4 to 14 
and is determined by calculation from the surface area 
of the patient. Atropine and scopolamine are not given 
preoperatively. Closed-circuit anaesthesia is used, the 
level of anaesthesia being monitored electroencephalo- 
graphically, and controlled respiration employed before 
the chest is opened and continued until the chest is again 
airtight, except during the period of by-pass, when move- 
ment of the lungs is suspended. The lungs are filled with 
an oxygen-helium mixture at this stage. Continuous 
recording of the electrocardiogram and arterial and 
venous pressures is carried out and a continuous drip 
infusion is also set up. A detailed record of blood lost 
and replaced is kept, the procedure being explained in 
detail. Electrical defibrillation apparatus is employed 
if necessary, and is always kept ready for use. The 
patient’s blood is heparinized, and he is kept warm by 
the circulation of fluid at a temperature of 43° C. through 
the mattresses. 

A chronological record, consisting of 69 items, is given 
to show the exact order of procedure in an actual case. 
Supportive care is concerned mainly with the management 
of alterations in haemodynamics which can usually be 
ascribed to loss of blood, effect of anaesthesia, effect of 
surgical manipulations, or the cardiac disorder itself. 
Changes due to this last cause can be recognized and 
treated effectively if those due to the other causes are 
minimized or excluded. W. Stanley Sykes 


737. Hypothermia for Cardiovascular Surgery: Acidosis 
in the Rewarming period 

H. B. Farrtey, W. G. WADDELL, and W. G. BIGELOow. 
British Journal of Anaesthesia [Brit. J. Anaesth.| 29, 
310-318, July, 1957. 2 figs., 23 refs. 


The authors report from the University of Toronto 
that a high incidence of acidosis occurred in patients 
being rewarmed after induced hypothermia, but that this 
incidence fell markedly when they changed their anaes- 
thetic technique. Arterial blood pH was measured in 
most cases, but when only venous blood was available 
the arterial pH was calculated by applying a correction 
factor, which is explained. 

In the first group of 10 patients, in 5 of whom acidosis 
occurred and was severe in 4, premedication was with 
morphine and hyoscine, induction with 2-5% thiopentone, 
and intubation was performed after administration of a 
small dose of suxamethonium, pD-tubocurarine being 
given to prevent shivering and to permit controlled 
respiration. The patients were ventilated with nitrous 
oxide and oxygen, either manually or with a positive— 
negative pressure ventilator. Surface cooling was ob- 
tained by means of special blankets and ice-bags, and 
rewarming was started during the operation by circulating 
warm water through the bottom blanket. At the end 
of the operation an anticholinesterase drug was given 
to ensure adequate spontaneous respiration and to pro- 
mote shivering. In 4 cases the blood pH fell suddenly 
during the rewarming period, consciousness being sud- 


denly lost in all of them although the body temperature 
was then nearly back to normal; the pH value was 
found to be between 7-00 and 7:13. In one of these 
patients hyperventilation with the aid of a muscle relaxant 
(decamethonium) helped to correct the acidosis; a 
second patient, a woman aged 30, died of severe heart 
disease (atrial septal defect and congestive heart failure) 
and did not respond to a small dose of sodium bicar- 
bonate, although this treatment was successful in rapidly 
restoring consciousness in the 3rd case. The 4th patient 
recovered only after administration of a large dose of 
sodium bicarbonate and an injection of chlorpromazine 
to control shivering. 

In the second group of 19 patients premedication was 
with promethazine and chlorpromazine followed by 
chlorpromazine, promethazine, and pethidine (meperi- 
dine) for induction of anaesthesia, suxamethonium, 
D-tubocurarine and N2O and QO» being used as before. 
If the arterial pH rose the soda-lime canister was removed 
from the circuit. The cooling technique was as in Group 
1, but shivering during rewarming was controlled by 
further administration of chlorpromazine, and spon- 
taneous respiration was encouraged early in the rewarm- 
ing period. Acidosis occurred in 3 cases, although it 
was not so dramatic in onset as in the first group, a pH 
value below 7:14 never being seen; one of the patients 
died. 

The authors conclude that in hypothermia by surface 
cooling and with controlled respiration important factors 
in producing acidosis are (1) the lack of spontaneous 
respiration; (2) peripheral vasoconstriction due to cold; 
(3) a rise in blood level of lactate and other acid meta- 
bolites from the shivering and increased muscle tone; 
and (4) probably depression of renal control of hydrogen 
ion concentration. If acute acidosis arises—that is, a 
blood pH below 7:30 and continuing to fall—they con- 
sider that the injection of a muscle relaxant is justifiable 
to facilitate hyperventilation, and if shivering has 
occurred chlorpromazine should be administered. In 
severe cases an infusion of sodium bicarbonate may be 
given, the dose being adjusted according to the pH 
response. It is pointed out that some depression of the 
PH value is to be expected during the recovery from 
hypothermia. 

[This paper should be read in full by all interested in 
hypothermia.] D. D. C. Howat 


738. Effects of Anesthesia on Thyroid Function of Rats 


T. OyaMA. Anesthesiology [Anesthesiology] 18, 719-722, | 


Sept.—Oct., 1957. 10 refs. 


A study was undertaken at the University of Oregon 
Medical School, Portland, to investigate the effect of 
ether and cyclopropane on the uptake of radioactive 
iodine (131]) ‘by the thyroid gland in the rat, and to 
compare it with that of a known thyroid depressant, 
thiopentone sodium. Four groups, each of 27 rats, were 
used. One group acted as a control while the others were 
each anaesthetized with one of the above drugs. Five 
minutes after beginning administration of the anaesthetic 
10 yc. of 1311 was injected intraperitoneally. The rats 
in each group were killed at various intervals after the 
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injection, the thyroid gland removed and weighed, and 
its uptake of 1311 determined. 

The administration of cyclopropane for 2 hours signifi- 
cantly reduced the uptake of 1311 by the thyroid gland as 
measured 2 hours after injection, the average uptake 
being 55% of that in the control group, while 2 hours’ 
ether anaesthesia reduced 131] uptake by 58%. Thio- 


pentone anaesthesia (40 mg. per kg. body weight intra-_ 


peritoneally) had a greater effect on 131I uptake, reducing 
it by 80% at 2 hours; moreover, its effect was still notice- 
able 24 hours after the 131] injection, when uptake was 
only 49% of the control value, whereas there was no 
significant difference between the control group and the 
other two groups after 4 and 24 hours. 

W. Stanley Sykes 


739. Bradycardia following Intravenous Administration 


_ of Succinylcholine Chloride to Infants and Children 


M. D. Leicu, D. D. McCoy, M. K. BELTON, and G. B. 
Lewis. Anesthesiology {Anesthesiology| 18, 698-702, 
Sept.—Oct., 1957. 4 figs., 2 refs. 


It was noted at the Los Angeles Children’s Hospital 
(University of Southern California School of Medicine) 
that bradycardia frequently occurred in infants and chil- 
dren after the administration of succinylcholine chloride 
in 2% solution, sometimes being so marked as to cause 
circulatory depression and cyanosis. This phenomenon 
was therefore investigated electrocardiographically in 23 
patients ranging in age from one day to 7 years, a number 
of illustrative tracings being here reproduced. The 
bradycardia is of nodal rhythm and can be corrected by 
the intravenous injection of atropine. ; 

Reference to this condition is almost completely 
absent from the literature. Possibly it escapes notice if a 
precordial stethoscope is not used, while in other cases 
the administration of atropine or other anticholinergic 
drugs may prevent its occurrence. Again, the use of 
ethyl ether would probably also prevent it. On the other 
hand the bradycardia, if noticed, may be attributed to 
hypoxia. W. Stanley Sykes 


740. Hypothermia: III. The Effect of Hypothermia on 
Renal Damage Resulting from Ischemia 

J. H. Moyer, C. Hemwer, G. C. Morris, and C. HAND- 
LEY. Annals of Surgery [Ann. Surg.| 146, 152-166, Aug., 
1957. 11 figs., 6 refs. 


In experiments carried out at Baylor University Col- 
lege of Medicine, Houston, Texas, kidney function was 
assessed in groups of 6 or 8 dogs before and 2 to 6 days 
after the occlusion for 2 to.4 hours with an atraumatic 
clamp of the left renal artery, sometimes combined 
with simultaneous clamping of the aorta proximal to the 
renal arteries, the body temperature being maintained 
at 26:7°C. (80° F.), during the period of occlusion. 
Control experiments were performed under identical 
conditions of ischaemia, but without hypothermia, In 
all experiments blood pressure, glomerular filtration rate, 
renal plasma flow, renal blood flow, haematocrit readings, 
urine volume, urinary sodium and potassium excretion, 
and plasma sodium and potassium concentrations were 
recorded, specimens of urine being obtained from each 


kidney separately in three consecutive 10-minute periods 


through intra-ureteric catheters. 


In the control animals subjected to clamping of one 
renal artery only, the glomerular filtration rate and renal 
blood flow on the clamped side were reduced 3 to 6 days 
after clamping to 55 and 50% respectively of the initial 
values with no significant change in function of the intact 
kidney. In the control animals in which both the left 
renal artery and the aorta were clamped pressure in the 
unclamped right renal ‘artery was reduced to less than 
30 mm. Hg during the 2 hours that the clamps were in 
position. In spite of this the function of the right kidney, 
when tested 3 to 6 days later, was not affected, whereas 
glomerular filtration rate and renal blood flow in the left 
kidney had fallen as low as 9 and 7% respectively of their 


_initial values. On the other hand hypothermia of 26-7° 


to 27:8° C. (80° to 82° F.) during a 2-hour period of 
ischaemia generally prevented the development of serious 
renal tissue damage and therefore of loss of kidney func- 
tion even when the aorta was clamped as well as the left 
renal artery, though in some animals there was some 
irregularity in the results from the ischaemic side which 
the authors attribute to the varying vulnerability of 
individual animals. When both renal artery and aorta 
were occluded for 4 hours under this degree of hypo- 
thermia, however, the glomerular filtration rate in the left 
kidney was reduced to 61°% of the control value compared 
with 91% in the unclamped kidney. In further experi- 
ments in which the temperature was reduced only to 
30° C. (86° F.) one out of 3 dogs suffered severe loss of 
renal function, and when hypothermia was maintained 
at 34-4° C. (94° F.) during the period of renal ischaemia 
2 out of 3 dogs developed renal damage. All: animals 
were killed after the experiment and the kidneys examined 
macroscopically. Gross haemorrhage, involving both 
medulla and cortex, was seen after ischaemia without 
hypothermia, whereas differences between the two 
kidneys were minimal when hypothermia had been 
induced. 

It is concluded that ‘* hypothermia offers excellent pro- 
tection to the kidney’ when the renal circulation is 
occluded for variable periods of time; hence, this pro- 
cedure can be a valuable adjunct to the surgeon not only 
where there is questionable renal function, but also where 
it is desired to prevent renal damage due to ischemia.” 

L. H. Worth 


741. A Report on Buthalitone Sodium 
D. B. Murray. Scottish Medical Journal {Scot. med. 
J.) 2, 396-399, Oct., 1957. 5 refs. 


Buthalitone sodium in 10°% solution is, for practical 
purposes, half as potent as 5°%% thiopentone sodium, and 
recovery is generally more rapid after administration of 
the former. It is a useful intravenous anaesthetic for 
operations of short duration, especially in out-patients 
in whom prompt recovery is important. In some cases, 
however, recovery may be delayed, and care must be 
taken to ensure full recovery before patients leave 
hospital. Although it may be substituted for thiopentone 
sodium as an induction agent on all occasions, it pos- 
sesses no advantage in long anaesthesias.—[{Author’s 
summary.] 
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RADIODIAGNOSIS 


O. W. Kincaip, J. R. HopGson, and M. B. DockeErty. 
American Journal of Roentgenology, Radium Therapy, and 
Nuclear Medicine [Amer. J. Roentgenol.| 78, 420-436, 
Sept., 1957. 10 figs., bibliography. 


In a retrospective review of the clinical records of 32 
histologically proven cases of neuroblastoma, seen at the 
Mayo Clinic in the 10-year period up to the end of 1954, 
the radiographs were particularly studied in an attempt to 
establish the criteria for radiological diagnosis of the 
disease. Although the appearance of the primary tumour 
is not characteristic, the presence of a mass in the abdo- 
men or in the thoracic paravertebral region in a child 
should always suggest the diagnosis of neuroblastoma. 
An abdominal mass which contains calcium, and particu- 
larly if situated in the adrenal region, is probably a 
neuroblastoma. Calcification in the region of the mass 
was visible in one-third of the authors’ cases in which the 
primary tumour was in the abdomen; such calcification 
is less common in thoracic neuroblastomata, and is rare 
in Wilms’s tumour. Neuroblastomata in the thorax 
cannot be distinguished radiologically from other neuro- 
genic tumours. 

Metastasis had occurred at the time of admission in 22 
(69%) of the patients, skeletal metastases being present 
in 14 (44%) of the total number. The site of the primary 
‘tumour had no relation to the distribution of the meta- 
stases, and the authors suggest that although the contri- 
butions of Pepper and of Hutchinson to the literature of 
neuroblastoma were important when they first appeared, 
the concept of the syndromes associated with their 
names had better now be abandoned. The skeletal 
lesions in most cases are radiologically distinctive, and 
the radiologist can often make the diagnosis from the 
appearance of the bone changes alone. The important 
features are: (1) a marked tendency to a bilaterally sym- 
metrical distribution of the lesions; (2) a predominance 
-of mixed destructive and proliferative bone changes; 
(3) a frequent finding of cortical destruction and perios- 
teal reaction; (4) the occasional extension of the tumour 
into adjacent soft tissues; and (5) the occasional presence 
of pathological fractures. The presence in the radio- 
graphs of mixed osteolytic and osteoblastic metastatic 
lesions in the skull, separation of the cranial sutures due 
to increased intracranial pressure, and the “‘ sunburst ”’ 
type of periosteal reaction are considered pathognomonic 

-of neuroblastoma. 

In the differential diagnosis neuroblastoma involving 
the skeleton is more often confused with leukaemia than 
with any other lesion, but the generalized skeletal 
demineralization of the latter is rare in the former. 

.Lymphoblastoma tends to occur in older patients, and 


rarely in children, and skeletal lesions are not common. 
A Ewing’s tumour may present a similar appearance, 
but is usually a solitary lesion. The reactive prolifera- 
tion of bone and the periosteal reaction seen in osteo- 
myelitis may simulate neuroblastoma, but the multiple 
and symmetrical metastatic lesions of neuroblastoma 
usually differentiate the two conditions. In reticulo- 
endotheliosis the bone lesions are purely destructive and 
rarely give rise to difficulty in differentiation. 

J. MacD. Holmes 
743. Pneumoencephalography with Minimal Removal of 
Cerebrospinal Fluid. A Report of One Hundred Cases. 
[In English] 
H. Cravioto, J. Koremn, and J. VILLANOVA. Confinia 
neurologica [Confin. neurol. (Basel)] 17, 213-231, 1957. 
6 figs., 22 refs. 


In this paper from the New York University—Bellevue 
Medical Center a technique of pneumoencephalography 
is described which causes less discomfort than other 
techniques and is, the authors state, safe to use in patients 
with increased intracranial pressure due to tumour or 
other causes. It consists essentially in the introduction 
in stages of 40 to 50 ml. of air into the lumbar sub- 
arachnoid space and the removal of less than 6 ml. of 
cerebrospinal fluid (C.S.F.), although occasionally more 
is withdrawn deliberately for chemical or cytological 
investigation. The results obtained in 100 cases of varied 
neurological disorders, including cases of papilloedema 
and posterior fossa tumour, are described. Unpleasant 
reactions were much less frequent than with the usual 
replacement technique and vomiting occurred in only 
5% of the cases. The radiographs were comparable 
with those obtained with other techniques, and there were 
only 9 cases in which the ventricular system failed to fill 
satisfactorily. The increase in the C.S.F. pressure was 
transient when this method was used, and the mano- 
metric pressure in the lumbar-puncture needle had in 
most cases returned to normal or to the initial pressure 
within a few minutes. 

The authors discuss the factors which may be respon- 
sible for this unexpected phenomenon, including the rate 
of production and absorption of the C.S.F., the com- 
pressibility of the vascular structures, especially the intra- 
cranial venous system, and the potential distensibility of 
the ventricular and subarachnoid systems, especially the 
spinal nerve root sheaths, which could act as a reservoir 
and accommodate fluid under conditions of increased 
pressure. It is concluded that neither papilloedema nor 
increased intracranial pressure is an absolute contra- 
indication to pneumoencephalography when this tech- 
nique is used. In support of the conclusions the authors 
quote from a paper by David et al. (Acta radiol. (Stockh.), 
1954, 42,37; Abstr. Wld Med., 1955, 17, 162) as follows: 
“From a purely neuro-surgical standpoint, there are 
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Teasons to believe that encephalography is not more 
<jangerous than ventriculography and moreover presents 
certain advantages. In our clinic encephalography is 
tending to replace ventriculography.” 

‘J. MacD. Holmes 


744. Arteriographic Manifestations of Peripheral Occlu- 


sive Vascular Disease. With the Report of Two New 


Signs 

A. R. MarGu.is, C. M. Nice, and T. O. Murpny. 
American Journal of Roentgenology, Radium Therapy, and 
Nuclear Medicine |Amer. J.- Roentgenol.] 78, 273-282, 
Aug., 1957. 6 figs., 13 refs. 


The authors of this paper from the University of 
Minnesota Medical School, Minneapolis, have correlated 
the femoral arteriographic findings with the underlying 
pathological conditions in a series of 84 patients, 19 
females and 65 males, with occlusive peripheral vascular 
disease. The patients’ ages were predominantly between 
60 and 70, but ranged from less than 35 to 90 years. Of 


‘the 84, 27 had diabetes, 14 hypertension, 42 uncompli- 


cated arteriosclerosis, and one syphilitic vascular disease. 
All complained of intermittent claudication and a few 
also had pain while at rest. 

Occlusion of the superficial femoral artery was demon- 

strated in 50 cases, of the profunda femoris in 5, of the 
popliteal in 24, of the tibio-peroneal trunk in 15, of 
the posterior tibial in 30, of the peroneal in 22, and of the 
anterior tibial artery in 37. Severe narrowing short of 
occlusion was a frequent finding in the popliteal artery 
(21 cases), the peroneal artery (13 cases), and the super- 
ficial femoral artery (12 cases). Tables are given in which 
the frequency of occlusion at various sites in the three 
main groups are set out for comparison. Medial calcifi- 
cation was not generally associated with occlusion, but 
intimal calcification was common, notably in occlusion 
of the peroneal artery (10 cases out of 22). 
_ Microaneurysms, in the form of small ‘‘ outpouchings ” 
on the side of the vessels, usually the branches of the 
larger arteries, were frequently seen in the radiographs 
though no histological confirmation could be obtained. 
They proved to be frequent in the diabetic group, less so 
in the hypertensive group, and rare in the arterioscle- 
rotic group. The occurrence was also noted in the diabetic 
and hypertensive groups, but rarely in the arteriosclerotic 
group, of small blind vessels, sometimes showing terminal 
clubbing. This phenomenon is regarded as being a 
manifestation of intimal disease in the smaller arteries. 

When the superficial femoral artery was occluded and 
the popliteal patent (33 cases) collateral circulation was 
provided by the lateral circumflex femoris group in every 
case and by. the inferior gluteal arteries in 15%, other 
arteries joining in to a lesser extent. When both the 
above arteries were occluded (17 cases) the lateral cir- 
cumflex femoris group again provided collateral circula- 
tion in the majority of cases (15), the superior geniculate 
artery also contributing in 5 cases and the inferior gluteal 
and obturator arteries in 4 each. In general, the col- 
lateral circulation was better in arteriosclerotic than 
in diabetic and hypertensive subjects. 

A. M. Rackow 
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745. Detection of Gastrointestinal Bleeding with a 
Barium—Hydrogen Peroxide Mixture 

G. W. Henry. American Journal of Roentgenology, 
Radium Therapy, and Nuclear Medicine [Amer. J. Roent- 
genol.]| 78, 698-704, Oct., 1957. 8 figs., 3 refs. 


Hydrogen peroxide liberates bubbles of oxygen when 
mixed with blood, and this reaction forms the basis of the 
author’s method of locating the site of haemorrhage in 
the upper gastro-intestinal tract. To 6 oz. (170 g.) of 
a barium mixture 2 to 3 teaspoonfuls (8 to 12 ml.) of 
hydrogen peroxide were added, the most suitable barium 
mixture being ‘‘ veriopake’’ because the pectin and 
tartaric acid it contains stabilizes the bubbles of gas. In 
experiments in vivo a minimum of 1 ml. of blood was 
required to produce a radiologically detectable change of 
consistency in the barium. This was manifested by a 
“ smudged ” appearance due to the dispersal of large 
numbers of small bubbles of gas in the barium, some of 
which also coalesced into a “foam” of larger bubbles. 
This combination of smudging and foam was considered 
to be fairly characteristic of the presence of blood arising 
either at the site or higher up in the gastro-intestinal tract. 
The author points out that this picture has to be differen- 
tiated from that of the isolated and temporary bubbles 
which may occur normally during a routine barium meal 
examination, particularly of the oesophagus and small 
intestine. 

This technique, which was used in 150 gastro-intestinal 
examinations, was found to be less sensitive than the 
guaiacum test for occult blood and more time-consuming 
than an ordinary barium-meal examination. The author 
now limits its use to the examination of patients with a 
definite history of gastro-intestinal haemorrhage, in 
whom it can be of real value. G. Ansell 
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746. A Technique of Short-distance X-ray Therapy for 
Metastatic Lymphadenopathy of the Neck. (Artificio 
tecnico per la plesioroentgenterapia di certe adenopatie 
metastatiche del collo) 

F. Bistotri. Radioterapia, radiobiologia e fisica medica 
[Radioter. Radiobiol. Fis. med.] 12, 362-370, 1957. 1 fig. 


For the x-ray treatment of metastatic deposits in the 
cervical lymph nodes a combination of deep and super- 
ficial therapy is advocated in this paper from the Radio- 
logical Institute of the University of Genoa. First the 
whole lymph-node region is treated with deep x-rays, 
preferably through 2 semi-tangential fields on the 
affected side in order to spare the other side of the 
pharynx. This is followed by short-distance therapy of 
the Chaoul type to residual small masses. For the 
smallest masses a single field 2 cm. in diameter is used. 
For masses 3 to 4 cm. across, 2 fields of 3 cm. diameter 
are used, or 3 of 2 cm.; the field axes converge on the 
deep surface of the nodes so that the metastatic mass lies 
between the point of convergence and the skin. It is 
desirable to use a greater F.S.D. than usual in order to 
improve depth-dosage (for example 7-5 instead of 5 cm.). 
A minimum dose of 4,000 r. and a maximum of 7,000 to 
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8,000 r. can be given in 16 to 20 days (500 r. daily on each 
of 2 fields, or 400 r. on each of 3). 

The final dose will depend on the reaction to the 
previous deep x-rays, and it may be advisable to stop at 
about 6,000 r. Shrinkage of the tumour during treat- 
ment may alter the physical scheme, but consequent 
uncertainties of dosage are of minor importance and the 
clinical response is the best guide. J. Walter 


747. Changes in Lung and Pleura following Two- 
million-volt Therapy for Carcinoma of the Breast 

D. Bate and R. J. GuTTMANN. Radiology [Radiology] 
69, 372-383, Sept., 1957. 9 figs., 31 refs. 


The authors review the results in a series of 50 patients 
with carcinoma of the breast who were treated with the 
2,000,000-volt unit at the Francis Delafield Hospital 
(Columbia University), New York, and all of whom 
were followed up for at least 6 months by means of serial 
chest radiographs. The radiological findings were in 
every case verified either by surgical exploration or 
thoracentesis, or at necropsy. The treatment factors 
were 2 MeV., target-skin distance 100 cm., H.V.L. 7 mm. 
lead, and two fields, one anterior averaging 15 x 18 cm. 
and covering the supra- and infraclavicular regions and 
axilla, and one internal mammary (ipsilateral) field 
averaging 12x8 cm. The dose to the tumour was 
5x 200 r. to each field weekly, the total tumour dose 
ranging from 3,000 r. in earlier cases to 5,000 r. in later 
cases. . 

Changes in the underlying lung were demonstrable 
radiographically in 40 of the patients. These first pre- 
sented as a diffuse haze over the upper lung field suggest- 
ing pleuritis or pneumonitis (but in many cases this first 
stage was not seen, perhaps because it occurred early, 
even during therapy). After one to 3 months linear 
strand-like densities extending outwards and upwards 
from the hilus to the apex were noted, accompanied by 
shrinkage of the upper lobe, deviation of the trachea, 
and elevation of the hilus and hemidiaphragm. After 
some further months these changes became stationary or 
resolved, though occasionally there was an initial increase 
in the shadow. In one case in which lobectomy was mis- 
takenly performed the lung tissue showed oedema, con- 
gestion, inflammatory cell infiltration, increase of elastic 
fibres throughout the lung, and desquamation and 
regeneration of alveolar and bronchial epithelium. 
Radiation changes, which increased with increasing 
dosage, gave rise to symptoms such as dry cough, dys- 
pnoea, and chest pain only in the patients receiving 
5,000 r. or more. 

The authors state that the diagnosis of radiation fibrosis 
presents no difficulty when the changes are localized to 
the treated-area, occur within 6 months of treatment, 
and do not consistently increase in size; conversely, if the 
shadow appears outside the treated area it cannot be 
post-irradiation pneumonitis, and if it continues to 
increase in size it is more probably a metastatic focus 
than fibrosis. The presence of a pleural effusion, not 
necessarily malignant, makes diagnosis difficult; micro- 
scopical examination of the fluid may confirm the absence 
of malignant cells. Treatment is conservative and con- 


sists in medication for the cough and rest for the dys- 
pnoea; in some cases 25 mg. of cortisone was given 
daily for up to 3 months. E. Stanley Lee 


748. Cobalt®® Beam Therapy: Some Impressions after 
Five Years 

I. H. SmitH. Canadian Medical Association Journal 
(Canad. med. Ass. J.) 77, 289-297, Aug. 15, 1957. 
7 figs., 8 refs. 


The author’s experiences at the Cancer Foundation 
Clinic, London, Ontario, with a (non-arcing) kilocurie 
radioactive cobalt (69Co) unit during the past 5 
years are reviewed. Its use in the treatment of intrinsic 
carcinoma of the larynx has given promising results— 
even when the growth involved the anterior commissure, 
the false cord, or the subglottic region—which have been 
such as to encourage the view that in these cases surgery 
should be held in reserve for the treatment of complica- 
tions or recurrence after radiotherapy. Of 16 patients 
with carcinoma of the oesophagus treated radically, 5 are 
alive and well 2 to 4 years after treatment. Of more 
advanced cases, palliative treatment gave worth-while 
results in two-thirds. In cases of oral carcinoma the 
results were found to be greatly superior to those of 
conventional x-ray therapy. Bone involvement was not 
found to be a contraindication to ®°Co therapy. 

In regard to tumours of the bladder the following types 
were selected for cobalt therapy: (1) recurring multiple 
malignant papillomata beyond control by transurethral 
desiccation; (2) bulky carcinomata beyond segmental 
resection; (3) larger proliferative tumours involving the 
trigone or ureteral orifice; (4) tumours recurring after 
fulguration or excision and surgically amenable only to 
cystectomy; and (5) cases in which cystectomy was 
refused. In half of such cases satisfactory palliation was 
obtained. For tumour of the lung surgery remains the 
treatment of choice, but in a few early cases some pallia- 
tion was possible and 2 such patients remained symptom- 
free for 2} and 34 years respectively. Cautious trial 
of the therapy has also been made in a few selected 
cases of carcinoma of the breast, kidney, ovary, uterus, 
and prostate, but the long-term results cannot yet be 
assessed. Worth-while palliation was achieved in about 
three-quarters of cases of inoperable or recurrent 
carcinoma of the rectum. In the treatment of sensitive 
lymph-node neoplasms, where the disease was localized, 
60Co therapy produced good results with less systemic or 
local reaction than x-ray therapy. Resistant tumours, 
including melanomata, osteogenic sarcomata, chondro- 
sarcomata, and fibrosarcomata, were often treated pre- 
operatively in order to reduce the risk of implantation. 
Occasionally this allowed operation to be deferred, and 
in one case of chondrosarcoma the amputated limb was 
shown histologically to be free from malignancy. 

E. Stanley Lee 


749. The Contributions of Biology to Radiation Therapy. 
[Janeway Lecture, 1957] 

S. T. Cantru. American Journal of Roentgenology, 
Radium Therapy, and Nuclear Medicine [Amer. J. Roent- 
genol.] 78, 751-768, Nov., 1957. Bibliography. 
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